IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®JIVKOHA3O0JI-KP

(FLUCONAZOL-KR)

Cknao:
ditoua pevosuHa: fluconazole;
1 kamncyna mictuth prykorazomny 50 mr a6o 100 mr, abo 150 mr;

0onoMidCHI pe40B8UHU: TaKTO3W MOHOTIAPAT, KpOXMalb KyKypyA3sHUM, MarHilo cTeapaT, KPEMHI0
mioKcup Konoiguui 6e3BOMHUM, HATPil0 KPOCKAPMEI03a;

000/10HKQ:

Karncynu 1o 50 mr — xkenaTtuH, TuTany giokcup (E 171), xinoninosui xkKoBTul (E 104), eputpo3un
(E 127);

Karcynu 1no 100 mr — xenaTtuH, Tutany giokcup (E 171), xinoninosuit xkKoBtuu (E 104), eputpo3un
(E 127);

Karcynu o 150 Mr — xenaTuH, TuTany giokcup (E 171), xinoninosut xostuii (E 104), eputpo3un
(E 127).

JIikapcbka ¢popma. Kancynu.
OcHoO8HI (pi3uKko-XiMiYHI 81aCMUBOCMI:
Karcynu 1mo 50 Mr: TBepHi KeTaTUHOBI Karcynu 3 0iIMM KOPIIYCOM Ta KPHUIIEYKOI0 JKOBTOTO KOJILOPY;

karncynmu no 100 Mr: TBepAi XKeIaTUHOBI Kancymu 3 6i1M KOPIyCcOM Ta KPUIIEYKOI0 JKOBTOTO
KOJILODY;

Karcynu 1mo 150 mr: TBepfi KenaTUHOBI KaIlCy/IX JKOBTOTO KOJIbOPY.

BwmicT kamncyn — nopotok 6inoro abo maixe 6i10ro KoIbopy.

dapmMakoTepaneBTHYHA rpyma. [Ipoturpubkosi 3acobu [Jisi CUCTEMHOTO 3acToCyBaHHS. IToxinHi
Tpua3soiny. Kog ATX JO2A CO1.

dPapmakono2iuHi e1acmusocmi.



®apmakoOuHamika.

MexaHi3M mil.

®nyKoHAa307 € TPOTUTPHOKOBHAM 3aCO00M KJlacy Tpra3osiB. [IepBUHHUM MexaHi3MOM HOro fil €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTEPOI-IeMETUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 10 € HeBifg'eMHUM eTanoM 6i0CMHTe3y IPUOKOBOTO epProcTepony. AKyMmynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MOMAJIbIIOI BTPATO eprocTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifTIOBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®IyKoHa30J1 € OiNIbIl CeIEKTUBHUM 10
rpubkoBux hepMeHTiB 1uToxpomy P450, HiXK [0 pi3HUX cucTeM GpepMeHTiB 1uToxpoMy P450 ccasiiis.

3acTocyBaHHs QyKoHa307y v mo3i 50 Mr Ha moby mpoTsaroMm 28 mHIiB He BIIJTMBAE HA PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
pernponyKTuBHOTO Biky. ®mykoHa3on y 1o3i 200-400 Mr Ha moby He IPOSBIISE KIIiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiB abo Ha BigMOBiIb Ha CTUMYJISLII0 aqPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOpPOBOJIBIIiB YOI0BiUOl CTATI.

IocmimXeHHsT B3a€MO{Iii 3 aHTUIIIPHHOM ITPOIEMOHCTPYBAIH, 110 3aCcToCyBaHHA 50 Mr (GhIyKOHa301y
pa30Bo abo 6araTopa3oBo He BIIJIMBAE Ha MeTabo0Ii3M aHTUIIIPUHY.

YyTauBicTh in vitro.

®nykoHa307 in Vvitro eMOHCTPY€E NIPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAiB Candida, 1m0
BUHMKAIOTh HaMvacTime (Bkmtovatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
IIPOSIBIIIE 3HUIKEHY YyTAUBICTh 10 (hrrykoHa3omy, Tomi gk C. krusei i C. auris cTiliki fo ¢GIyKoHA301y.

Takox (rykoHa30: in vitro GEMOHCTPY€E aKTUBHICTh IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpoTH eHAeMiYHUX ITiCHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIiHETUYHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEH.

BinnmoBigHO 0o pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeJalisd MiX MiHiMaIbHOK
inribyrouoro KOHIIeHTpali€lo Ta e(eKTUBHICTIO IPOTH eKCIIePpUMeHTaTbHUX MOesel MiK03iB,
cripuuynHeHuX BugamMu Candida. BigmoBigHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTiAKeHb, iCHY€E JliHiliHa
3anexHicTh Mixk AUC Ta go3oio ¢pnykoHa3ony (nmpubnusso 1:1). Takox icHye npsaMui, ane
HeJoCTaTHiii 3B’'5130K MixK AUC a0o0 03010 Ta MO3UTHUBHOIO K/TiHIYHOIO BigNOBIAAIO0 Ha JIiKyBaHHS
OpabHOT0 KaHAUA03Y Ta MEHIIIO MipoI0 - KaHOUOeMil. AHAIOTiYHO JTiKyBaHHS iH(QEKIIi,
CIIPUYMHEHUX IIITaMaMu, [0 SKUX (IYKOHA30JI HEMOHCTPYE BUCOKY MiHiMabHY iHTiOyI0UY
KOHIIEHTPAIIil0, € MEHIII 3aI0BiTbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauiamu pony Candida meMOHCTPYIOTh YKCJIeHHI MeXaHi3MU Pe3UCTEHTHOCTI 0 a30IbHUX
TPOTUrpUOKOBUX 3ac06iB. OITyKOHA30/ IEMOHCTPYE BUCOKY MiHiMasbHY iHTi0yI09y KOHIIEHTpALlil0
IPOTH InTamiB rpubiB, SKi MalOTh OOUH a00 OinbIe MexaHi3MiB pe3UCTEHTHOCTI, 0 HEeTaTUBHO
BIIJIUBA€E Ha e(peKTUBHICTH in Vivo Ta B KJIiHiYHiN mpakTulli. Bymu moBimoMIeHHS po cymepiH@eKITi
Bupgamu Candida, BinmirauMu Bif C. albicans, siki 4acTo MalOTh Biff CaMOro O4YaTKy 3HUXKEHY
yyTnuBicTh (C.glabrata) abo crifikicts mo ¢pmykorHa3ony (Hanpuknag, C. krusei, C. auris). Taki
iHdekii MoXyTh NOoTpeOyBaTH aNbTepPHATUBHOI IPOTUTPUOKOBOI Tepartii.

KoHTponbHiI TOYKHM (BIATOBIZHO OO0 PeKOMeHallii EBPONEMCHKOT0 KOMITETY 3 HOCiAXKeHb YYTINBOCTI
II0 aHTUMIKPOOHUX 3aC06iB).



Basyoouncs Ha gocigXKeHHi ¢papMakKoKiHeTUUHOI/(hapMaKogrHaMigHOI iHpopMalii, YyTIuBOCTi in
vitro Ta KmiHiyHOI BimmoBimi, 6y/10 BU3HAYEHO KOHTPOJIbHI TOUKHY st PIIyKOHA30TY OIS
Mikpooprani3miB pongy Candida. Boru 6ymu po3mofinieHi Ha KOHTPOIbHI TOYKH, 1110 He OB’ sA3aHi i3
IIeBHUM BUOOM, SIKi OinbIIIOI0 Mipo0 BH3HAYAIKCS HAa OCHOBI (papMaKOKiHETUYHOI/
dbapmakoguHamivHoi iHdopMallii i He 3anexkaTh Bifi pO3MOMiny Ha IeBHI BUAX 3a MiHiMaIbHOIO
inribyro4oio KOHIIeHTpalli€lo, Ta Ha KOHTPOJIbHI TOYKY, IIOB’S13aHi 3 IIEBHUM BUOM, III0 Hal4acTille
acoriiThes 3 indekiiamu y moguHu. Lli KOHTPOIbHI TOYKY HaBeleHi HUXKYe.

ITpomuepubkosuti KoHmpoabHi mouku, nos’si3aHi 3 neeHUM 8UOOM KoHmposbHi mouku,

3acib S</R> He noe’sA3aHi 3
Candida Candida Candida Candida Candida  nesHum sudom”
albicans  glabrata krusei parapsilosis  tropicals S < /R >

dnykoHa3on 2/4 IE - 2/4 2/4 2/4

S wyTnuBuY;

R pe3ucrenTHU;

O - KOHTPOJIbHI TOYKH, III0 He MOB’sI3aHi 3 TIEBHUM BHUIOM, SIKi Oi/TbIIIOI0 MipOI0 BU3HAYAIUCS Ha
OCHOBI (hapMaKOKiHeTUYHOI/papMaKoAHaMiuHOI iHdopMalril i He 3arexkaTh Bifl PO3MOMiNy Ha MeBHi
BUOY 3a MiHiMa/IbHOIO iHTiOYyI049010 KOHIIEHTPALli€lo. Ix OOCIIAKYBaJIU JIUIIe Y MiIKpOOPraHi3MiB, y
SIKUX He iCHye crenu@igHoil KOHTPOIbHOI TOYKY;

-- OCTIiAKEeHHS YyTIUBOCTI He peKOMEeH0BaHi, OCKiJIbKYM JaHUU BUJ HE € METOI0 JIiIKapChKOI Teparii;
IE - mokagsiB I0oJ10 TOTO, YX € JaHUW BUA METOIO JTIKapChKOl Teparril, HeJoCTaTHLO.
dapmMaKoKiHemuxka.

dapMaKOKiHEeTHYHI BIacTUBOCTI (GJIYKOHA30Iy € MONIOHUMU IIPY BHYTPIITHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOris.

®nykoHa3om 1o6pe BCMOKTYEThCS IIPY ITePOpaIbHOMY 3aCTOCYBaHHi, a piBeHb IpenaparTy y maasMi
KpOBi i cuctemMHa 6iogocTymHicTh epeBulyioTh 90 % piBHS HIYKOHA30IY Y M1a3Mi KPOBi, 1110
IOoCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OmHOYacHe BXKUBaHHS 1Ki He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IpU M0T0 IlepopalbHOMY 3acToCcyBaHHI. [1iKkoBa KOHLIEHTpallisl y [y1a3Mi
KpPOBi focaraetscsd 4yepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTilecepue. KoHIeHTpanis
mpemnapary y Ijia3Mi KpoBi mpomnopiiiHa Ao fo3u. PiBHoBaxkHa 90 % KOHIIEHTpallid 4OCATAaEThCS Ha
4-5 goOy miKyBaHHS IIpellapaToM IIpu 6araTopa3oBoMy 3acTocyBaHHi 1 pa3 Ha moOy. PiBHOBaxKHa
KOHIIeHTpalis Ha piBHI 90 % mocsaraeTsCs Ha OPYTUY JEeHb JIiIKyBaHHA IIPU 3aCTOCYBaHHI Y NepLIUi
IeHb HaBaHTaKyBaJIbHOI 103, 1110 BABiUi epeBuUlllye 3BU4aiHy H0O0BY H03Y.

Po3mopmin.

00’em posmnopiny npubIu3HO OOPIBHIOE 3aralbHOMY BMICTYy PiIMHU B OpraHi3Mi. 3B’si3yBaHHSA 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykona3on mobpe MPOHUKAE B YCi MOCTiAXKyBaHi pinuHU opraHiamy. PiBeHb QrykoHa3051y y ClIuHi Ta
MOKPOTHHHI € MOi0HMM [0 KOHIIEHTpallil perapary y Ija3Mi KpoBi. Y mallieHTiB, XBOpUX Ha
rpubKOBUYM MEHIHTIT, piBeHb (IYKOHA30Jly ¥ CHHHHOMO3KOBIH pifuHi gocsirae 80 % KoHILeHTpallil y
I7Ta3Mi KPOB.



Bucoki KoHLIeHTpallil (IyKOoHA30Jy Y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, OCITAIOTHCS Y
porosoMy 11api, emigepMici, gepmi Ta noti. ®JIyKOHA30JI HAKOIUUYYETHCSA Y POroBoMy Iapi. [Tpu
3actocyBaHHi o3u 50 Mr 1 pa3 Ha o0y KOHIIEHTpaMis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MiCJISA 3aBepIIEeHHS JIiIKyBaHHSA KOHI[EHTpALlid BCe 1lle CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi fo3u 150 mMr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QpIyKoHA30y Ha 7-

Il IeHb JTiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB IMiC/ig 3aCTOCYBaHHS HACTYIIHOI JO3U
KOHIIEHTpAlligd BCe I1e cTaHoBua 7,1 MKr/T.

KonnenTpauis ¢haykoHa30i1y B HIrTax micns 4 micaiiB 3actocyBaHHS 150 Mr 1 pa3 Ha TUXK[EHb
craHoBuia 4,05 MKI/T y 3M0poBUX H0OPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSIX HITTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB Iiclis 3aBepIlIeHHs Tepailil.

BiorpaHcdopmatiis.

®nykoHa301 MeTabomi3yeThCs He3HAYHOIO Mipoo. [Ipy BBefleHHi 103U, MideHOl PagioaKTUBHUMU
izoronamu, nuire 11 % ¢prykoHa307y €eKCKPEeTYEThCS 3 cedelo y 3MiHeHOMY BUrisafi. dykoHa3om €
nomipauM iHri6itopom izodpepmenTtie CYP2C9 ta CYP3A4, a TakK0XK IMOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenenns.

[lepion HaniBBUBeneHHS (GIyKOHA30JTy 3 Ia3Mu KpoBi cTaHOBUTH 6n3bK0 30 rogus. Binbina
YacTHHa IIpenapaTy BUBOOUTLCS HUPKaMu, mpudoMy 80 % BBeOeHOI 403U BUSBIISIETLCA Y CEUi B
He3MiHeHOMY cTaHi. KimipeHc (pyKoHa305y IpOnopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTaboIiTiB He BUSBIIEHO.

Tpusanuii nepion HamiBBUBEOEeHHS IIpenapaTy 3 IJ1a3MH KPOBi Jla€ MOXKJIUBICTh pa30BOT0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKOEHD IIPY iHIINX [TOKa3aHHIX.

HupKoBa HEIOCTaTHICTE.

Y natieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTyIeHs (IIBUAKICTb KIIy004YKOoBOI GinbTpaliil

< 20 mn/xB) nepion HamiBBUBeAeHHS 30inbimyeThea 3 30 roguH go 98 roguu. ToMy I1ifi KaTeropil
nalieHTiB HeoOXigHO 3MEHINTH 103y QryKoHa30my. ®IyKoHa307 BUOANSIETHCS MUISTXOM IreMofiai3y,
Ta MEHIIOK MipOI0 - IIJIIXOM IHTpallepuTOHeaIbHOro gianidy. CeaHc reMopiani3y TpUBAiCTIO 3
TOOVHY 3HUXKYE PiBeHb GIYKOHA301y V IIa3Mi KpoBi mpubausso Ha 50 %.

JlakTairid.

KonnenTpauii ¢pyKoHa301y y Ij1a3Mi KpOBi i MaTepUHCHKOMY MOJIOLi BIIPOAOBXK 48 roguH micns
npuiioMy ofHOpa30Bol fo3u 150 mr npenapaty ®nykoHa3on-KP orinioBanu B xoxi
(bapMaKOKiHETUYHOTO JOCITiI>KEeHHS 3 YYaCTIO AeCSITH XIiHOK y Iepiofi aKTallii, ki TuM4acoBo abo
IIOCTiMHO NIPUIIMHUIIYA TOOYBAaTU CBOIX HEMOBJIAT I'PYAAI0. Y MaTePHHCHKOMY MOJIOLI (PIIyKOHA3071
BUSIBUJIU B CepefHill KoHIeHTpallil npubau3uo 98 % Bix Toi, M0 Bif3Hayanu y mia3Mi MaTtepi. Yepes
5,2 TOOWHY MiCNS NPUNOMY J03U CepefqHs MiKOBa KOHLEHTpAllisl Yy MaTePUHCHKOMY MOJIOLI CTaHOBHUJIA
2,61 mr/n. o6oBa mo3a GIyKOHa30Iy, OTPMaHa HEMOBJISIM 3 MAaTEPUHCHKOT'0 MOJIOKA (SIKIIIO
IPUUHSATH CepPeNHE CIIOXKUBAHHS MOjIoKa 3a 150 mi1/kr/mo0y), po3paxoBaHa Ha OCHOBI cepemHbO1
IiKOBOI KOHIIEHTpAIlil y MoJiolti, 110 mopisaioe 0,39 Mr/kr/moby, ctaHoBuTb mpubnu3no 40 % Big mo3wy,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BikoM < 2 TuXKHiB), abo 13 % Bifm m03u, peKOMEHI0BaHOI
HEMOBJIITaM [JIs JIiIKyBaHHS KaHOUO03y CIM30BUX 000JIOHOK.



iTH.

Hani 3 papmakokineTuku Oynu ouineHi y 113 miteii mig gyac 5 gocnmigKeHs: 2 HOCTIAXKEHHS Pa30BOTO
3aCTOCYBaHHS, 2 MOCTimXKeHHs 0araTopa30BOT0 3aCTOCYBaHHS Ta 1 MOCHiIKeHHS HeIOHOIIIEHUX
HOBOHAPOOXKEHUX.

[Ticns BBegeHHS 2-8 Mr/KT (IyKoHa305y OiTIM BikoM Bifg 9 micanis mo 15 pokis AUC cTaHOBuUTIa
6mu3bpk0 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. Ilicis 6araTopa3oBoro 3aCTOCYBaHHSI CEPeHil mepiof
HalliBBMBeMeHHS (HIyKOHA30J1y i3 Iy1a3Mu KpoBi BapitoBaBca Mix 15 Ta 18 romuHamu; 06’'eM
po3nopiny ctaHoBuB 880 Mi/Kr. BinbIn TpuBanIuy Mepiof HaliBBUBE[EHHS 3 IJIa3MU KPOBI, 110
CTaHOBUB NPUOIN3HO 24 roguHU, OYB IiC/Is Pa30BOr0 3aCTOCYBaHHS (IyKOHa301y. Llel MoKa3HUK €
CIIiBCTaBHUM 3 IIepPiofoM HalliBBHBeleHHS (IyKOHA30Jy 3 IJIa3MHU KPOBI IiC/Ig Pa30BOTro
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIlTHbOBEHHO MiTsIM BikoM Bixg 11 mHiB mo 11 micsiiB. O6’em
PO3MOMiny y marfieHTiB 11i€l BiKOBOI rpymnu CTaHOBUB 0/113bK0 950 MII/KT.

IocBim 3acTocyBaHHS (IYKOHA30Jy HOBOHAPOMXKEHUM 00MEeXKYEThCSI hapMaKOKiHeTHYHUMHU
mocTimKeHHsIME 12 HeIOHOLIEHUX [iTel i3 TepMiHOM recramii mpubnu3Ho 28 TuxkHiB. CepenHil Bik
OUTWHY IPU BBEMIEHHI IepIIol 031 CTaHOBUB 24 roguHu (Big 9 mo 36 romuH); cepemHs Maca Tifla Ipu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 mallieHTiB IPOTOKOJI AOCTiAKEHHS 0yI10
BMKOHAHO. MaKCUMyM 5 BHYTPIiTHbOBEHHUX iH €K1l (PIyKOHA305y Y 4031 6 MI/KT BBOLUIIU KOXKHI

72 roguau. CepenHiv nepion HaliBBUBEOEHHS CTaHOBUB 74 rogunu (44-185) y nepiiuii feHb, IOTIiM
3MmeHmuBcs 00 53 rogus (30-131) Ha 7-1 meHb Ta 0o 47 (27-68) Ha 13-1 meHsb. [1no1ma mig KpuBOIO
(Mxr*rom/mi) ctanoBuia 271 (173-385) y mepuuit nenb, 30inbumnacs go 490 (292-734) Ha 7-i feHb,
noTiM 3meHImunacs no 360 (167-566) na 13-# gerb. O6’eM po3mofdiny (M/I/KT) CTAHOBUB

1183 (1070-1470) y mepuuti neHb, 36inbinyBaBcs mo 1184 (510-2130) Ha 7-1 meHb Ta [0

1328 (1040-1680) Ha 13-11 meHb.

[TamiedT TiTHLOTO BIKY.

dapMaKOKiHETHYHE JOCIiAKEeHHS IIPOBOAUIM 3 y4acCTiO0 22 MallieHTiB (BiKOM Bif 65 pOKiB), SKi
3acrtocoByBanu 50 Mr (ryKoHa301y nepopanbHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIU AiyPETUKH.
C,.x CTaHOBHUJA 1,54 MKI/MN Ta gocsAranacs IpoTaroM 1,3 TOOWHY IiC/s 3aCTOCYBaHHS (QITYKOHA307Y.
Cepenns AUC cranoBuna 76,4 £ 20,3 mxr*rog/min. CepenHiit mepion HamiBBUBeOeHHS 46,2 TOOUHM.
LIi hapMakoOKiHETUYHI TOKA3HUKHY € BUILIMMHU ITOPIiBHSIHO 3 aHAJIOTIYHUMHU ¥ 300POBUX NOOPOBOJIBIIIB
MOJI0AIIOro BiKy. OgHOYACHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BmiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30I1y, 110 eKCKPETYBaBCH i3 ceyelo y
He3MiHeHOMY Burnafi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prnykonasomny (0,124 mn/XB/KT) y
NAIli€HTIB [aHOl BiKOBOI Ipyny Oy/Iy HUKYKMMU, HiXK aHAJIOTi4Hi TOKA3HUKYU Y MOJIOAIINX
no6poBosbLiB. ToMy 3MiHM (papMaKOKiHETHKY Y MAI[i€HTIiB JTITHLOTO BiKy OUEBUAHO 3ajieKaTh Bif
napaMeTpiB (pyHKI HUPOK.

KniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.

®nykonazon-KP mokasanuit [jis TiKyBaHHS TaKUX T'PUOKOBUX iHQEKIIN ¥ HOpOCIUX (OUB. PO3Min
«®apMaKoouHaAMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»);

- KOKIMIioimo3 (ouB. po3min «Oco6IuBOCTi 3aCTOCYBaHHSI »);



- iHBa3MBHI KaHIUIO3H;

- KaHIU03M CIU30BUX 000JI0OHOK, BKJII0OUAl0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY,
KaHOUOYPis, XpPOHIYHUN KaHOUO03 WKIPH i CTU30BUX 000IOHOK;

- XpOHiYHUY aTpodiuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUA03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB) TP HEee(peKTHUBHOCTI Tiri€HN POTOBOI MOPOKHMHYU ab0 MiCIIeBO1 Teparii;

- BariHaJbHUM KaHOUI03, TOCTPUM ab0 peluauBHUM, KOIU MiclleBa Tepallis He € [OLiTbHOIO;
- KaHOuOOo3HuY 0aslaHiT, KOJIU MiclleBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO03H, BKJII0Yal04y MiK03 CTOII, MiK03 I'JTafileHbKOl MIKipH, ITaX0OBUM OepMaTOMiKO3,
pisHOOapBHMN NHIlIal Ta KAHAWOO3HI iHPEKIIil IIKipK, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
®nykona3on-KP nokazanui gy npoQiakTUKKU TaKKAX 3aXBOPIOBaHb Y OPOCTIUX SIK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- PeluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- 7151 3HUKEHHS YaCTOTH PELUANBIB BariHaIbHOT0 KaHAUI03Y (4 abo GinmbIe BUMAAKX Ha PikK);

- npodinakTUKa KaHOUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBAIIO HEUTPOIIEHI€I0 (HanpuKiaf,
TIAIiEHTIB 3i 37T0KiCHUMH 3aXBOPIOBAHHSIMM KPOBI, SIKi OTPUMYIOTh XiMioTepariio abo nalieHTiB mpu
TPaHCIUIaHTallil TeMOMIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoiIoTriyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

®nykonazon-KP mokasanuit miTaM i JTiKyBaHHS KaHAUI03iB CIM30BUX 000JI0HOK (KaHAUIO03
POTOTJIOTKY, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHANU03iB, KPUIITOKOKOBOI'O MEHIHTITY Ta AJis
npodilakTUKY KaHAUA03HUX iH(DEKIiX y MallieHTiB 3i 3HUXKEHUM iMyHiTeTOM. [IpemnapaT MoxKHa
3aCTOCOBYBATH SK MiATPUMYyBabHy Tepalito [jis IolepenkeHHs PelUaIuBY KPUIITOKOKOBOIO
MEHIHTITY Y AiTel 3 BUCOKMM PU3UKOM HOT0 PO3BUTKY (HUB. po3xin «OCcoOIMBOCTI 3aCTOCYBAHHS»).

3aCcTOCOBYBATH JIiIKAPChKUM 3aci® y ¢popMi Karcyn ik KaTeropii marieHTiB MoXKHa TOMi, KOJIH OiTH
3maTHi 6e3MeYHO IPOKOBTHYTHU KAICYJTy, IO 3a3BUYal € MOXKJIMBUM Y Billi Biff 5 POKiB.

Tepamito npenapatom ®nykKoHa301-KP M0OXKHa pO3M0OYUHATH J0 OTPUMaHHS pe3y/IbTaTiB
KYJIbTYpPaJIbHUX Ta iHIINX 71a00paTOPHUX OOCITiIXKEeHb; OJHAK IiC/IsT OTPUMaHHS Pe3yIbTaTiB
IpOTHiH(EKIIMHY Tepallilo CIIifl CKOPUTYBaTH BiATIOBITHUM YUHOM.

IIpomunoka3aHHsi.

- T'inepuyTnuBicTh M0 GIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 0o OyOb-SKOI 3 OTIOMiXKHUX
PEYOBHH IIpenapary, 3a3HadyeHux y po3aini «CKaam».

- OgHOYacHe 3aCTOCyBaHHA (HDIIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3o1n 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMu JOCHiIXKEHHS



B3aEMOMI1 6araT0pa3OBoro 3&CTOCYB&HHH).

- OpHOYacHe 3aCTOCYBaHHS (PIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, II0 TOIOBKYIOThH iHTEpPBA
QT Ta meTtabormmi3yioThcs 3a mornoMoro ¢pepmenTy CYP3A4 (HanmpuKiam HU3anpuay, acTeMi3ony,
miMo3uay, XiHIiIUHY Ta epUTPOMIluHY) (IuB. po3minu «OcoONMMBOCTI 3aCcTOCYBaHH» i «B3aemois 3
iHIITIMM JTIKapChKUMHM 3aC00aMM Ta iHIIN BUOM B3aEMOIii»).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHo cymicHe 3acmocyB8aHHA (GAYKOHA304Y MA HUXCYE3d3HAYEHUX AIKaPCbKUX 3acobis.

Iusanpud: mMOBimOMJISIIM TIPO PO3BUTOK MOGIYHMX peakiiiii 3 60Ky ceplisd, y TOMY YHUCII PO
[IapOKCU3MaJIbHY LUIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Ialli€HTiB, AKi ODHOYACHO 3aCTOCOBYBAJIU
bnykoHa301 Ta nu3anpun. KoHTponboBaHe OOCTIIXEHHS IPOOEeMOHCTPYBAIo, [0 ONHOYaCHe
3actocyBaHHS 200 Mr driykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUINEHHS PiBHA LIU3aNpuay y Ija3Mi KPoBi Ta 00 NogoBXKeHHS iHTepBaly QT.
OpHoYacHe 3aCcTOCyBaHHS (hITyKOHA30Jly Ta LHKU3alpPHUAY IPOTUNIOKa3aHe (IUB. PO3Min
«IIpoTunoka3aHHsg»).

TepgeHaOuH: yepe3 BUMIAAKKU PO3BUTKY TSKKUX CEPILIEBUX apPUTMill, CHPUUYMHEHUX MTOOOBKEHHSIM
inTepBany QTc, y malfieHTiB, sgKi 3aCTOCOBYIOTh a30/IbHI IPOTUTPUOKOBI JTikapCchKi 3ac00M 0OGHOYACHO
3 TepheHaguHOM, OyIM MPOBEEH] MOCTiIKeHHS B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
MOCTiIKEeHHS MPU 3aCTOCYBaHHi ¢iyKoHa3omny B 103i 200 Mr Ha 700y He 6yJi0 BUSBIEHO IOIOBXKEHHS
inTepsany QTc. IHIle gocmigKeHHS IPU 3aCTOCyBaHHi (hyKoHa30my B fo3ax 400 mr ta 800 mr Ha
no0y MPogeMOHCTPYBAJIO, 110 3aCTOCYBaHHS QIyKOoHa30iy Vv no3ax 400 Mr Ha mo0y abo Bullle 3HAYHO
IiABUINY€E PiBeHb TeppeHafuHy y IJla3Mi KpOBi IIPU OGHOYACHOMY 3aCTOCYBaHHI IIUX IpeaparTis.
CywmicHe 3acTocyBaHHS (pr1yKoHa301y B fo3ax 400 mMr a6o Buile 3 TepheHagUHOM IIPOTUIIOKA3aHe
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi GprykoHa3omy B Jo3ax Huxk4Ye 400 MT Ha mo0y
OJIHOYAaCHO 3 TeppeHaguHOM CIIifl IPOBOAUTHU pEeTeNIbHIUY MOHITOPUHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30JIy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHI[EeHTPallil acTeMi30/Ty y Ij1a3Mi KpoBi MoXKe
IPU3BECTH [0 Oof0BXKeHHA iHTepBany QT Ta y pigKiCHUX BUIagKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IyKOHA30Jly Ta aCTEMi30Iy
IpoTUNIOKa3aHe (ouB. po3pin «IIpoTunokasaHHg»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30/1y Ta mimMo3umy abo XiHiguHy MoXkKe
IPU3BOOUTH [0 IIPUTHIUEHHS MeTaboi3My mimMo3uny abo XiHimuHYy, X04a BiAIOBIGHUX HOCIigXKEHb in
vitro Ta in vivo He poBomuiu. ITifBUIIIEHHS KOHIIEHTpalii miMo3umy ado XiHiguHy y I1a3Mi KpoBi
MOXKe CIIpUYMHATU NOHOBXKeHHS iHTepBany QT Ta B pigKiCHUX BUIIaAKaxX MPU3BOAUTHU OO PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyeTr». OgHOYacHe 3aCTOCYyBaHHSA (IyKOHA30JTy
Ta miMo3unay abo XiHimWHY MPOTUIIOKa3aHe (IUB. PO3Tin «IIpOTUIIOKA3aHHSI»).

EpumpomilyuH: ogHOYaCHe 3aCTOCYBaHHS €pUTPOMIINHY Ta (PIyKOHA30Jly MOXKe IPU3BOAUTH [0
MiABUIIIeHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT, mapokcu3MaibHa
IIJTyHOYKOBA TaXiKaphisd TUIY «IipyeT») Ta, K HACMigoK, 4O PalTOBOl CEpPIeBOl CMEPTi.
3acTocyBaHHs KOMOiHaIlil IUX TiKapchKUX 3aCc06iB MpOTUIIOKa3aHe (OuB. po3min «[IpoTUIIOKa3aHHS»).

He PEKOMEHOVETHLCA ONHOYACHE 3aCTOCYBAHHA @HyKOHaSOHy Ta HUXKYe3d3HaYeHUX J'IiKapCbKI/IX

3aco0iB.



T'anopaHmpuH: GIYKOHA30II MOXKe CIPUYMHUTH IMiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy y mna3Mi
KpOBi 3a paxyHOoK npurtiyenus CYP3A4. OgHoyacHe 3aCTOCYyBaHHS LUX JIiIKapChKUX 3aC06iB MOXKe
IIPU3BOOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxkeHHS iHTepBany QT,
IIapoKcHu3MalibHa IITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, J0 PamnToBOl CepleBol
cMepri. Crtig yHUKATH 3aCTOCYyBaHHS KOMOiHaIlil X TiKapchkux 3acobiB (auB. po3min «OcobnuBocTi
3aCTOCYBAHHS»).

CyMicHe 3acToCcyBaHHS (DIIYKOHA30/IY Ta HUKYe3a3HaYeHHUX JIIKapChbKHX 3ac00iB BUMarae
00epeKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHA (HIIyKOHA30J1y 3 aMioflapOHOM MOXKe IPU3BECTHU [0
nofoBxkeHHs iHTepBany QT. ®n1yKoHa307 ciif 3 060epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMioflapOHOM,
0c06IMBO y pa3i mpu3HayeHHs BUCOKOI 7o3u diykoHasomny (800 mr).

CyMicHe 3acTocyBaHHA MIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3ac00iB BUMarae
00epeKHOCTi Ta KOPUTYBAHHS HO3M.

- Bnaue iHwux snikapcvKux 3acobis Ha (pa1yKoHA30.1.

HocnimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITlepopajbHe 3aCTOCYBaHHSA (IyKOHA301Ty
OJHOYACHO 3 BXKUBAHHSM 1Xi, IPUIOMOM IIUMETUAUHY, aHTalUiB ab0 MOJasbIINM ONPOMiHEHHSIM
YChOTO TiNla [j1sl Tepecafky KiCTKOBOI'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[Oro BIJIUBY Ha abcopOitiio
bmyKoHa301y.

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PJIYKOHA30 Ty Ta pU(aMITiIIuHy IPU3BOAUIIO [0 3HUXKEHHS
AUC =a 25 % Ta ckopouyBaso nepion HamliBBUBeneHHs GiyKoHa3oiy Ha 20 %. Tomy nis marji€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIIKH, CIIiJl PO3TIAHYTH HOLIIBHICTh MiABUIIEHHS H03U (PIyKOHA30IY.

I'idpoxsaopomia3ud: y mochifxkeHHi papMaKOKiHeTUYHOI B3a€MOIil omHOYacHe OaraTokpaTHe
3aCTOCYBaHHS TiIpOXI0pOTia3uay 300POBUM NOOPOBOMIBISAM, SIKi OTpHMYyBanu (HIyKoHA301,
IiBUIIyBaJI0 KOHLIEHTPalio GhayKoHa3o0iy y Iwia3mi Kposi Ha 40 %. Taki mapaMeTpu B3aeMOfil He
BMMaraloTh 3MiH y pekuMi 0o3yBaHHS (DIIyKOHA30IY AJIS Malli€HTiB, SKi OHHOYACHO OTPUMYIOTh
cevoriHHi 3acobu.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3on € noMmipauM iHridiropom muroxpomy P450 (CYP) isodepmenty 2C9 ta 3A4. ®nyKoHa301
€ IOTyXKHUM iHTi0iTopoM i3odepmenty CYP2C19. Ha momaTok 4o COCTepeXyBaHUX/ JOKYMEHTAJIbHO
MigTBepAXKEeHUX B3a€MOIiH, 1[0 ONMKUCAaHi HUXKYe, IPU OJHOYACHOMY 3aCTOCYyBaHHi 3 (hITyKOHA30JI0M
icHye pU3uK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIliM iHIIIKMX CIIOJNYK, 110 MeTaboTi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMGiHallii mpenapatiB ciif 3
00epexkHiCTIO; IpX IbOMY HeoOXiTHO PeTebHO CIIOCTepiraTu 3a CTaHOM MallieHTiB. [IpurHiyyBaibHa
mist ryKoHa30my Ha pepMeHTH 30epira€Tbcs IpoTsaroM 4-5 mid micis Woro 3aCTOCyBaHHS y 3B'S3KY 3
M0T0 TPUBAJIUM IIepiofoM HamiBBUBeOeHH (IUB. Po3hin «IIpoTUnIOKa3aHH»).

Ab(heHmawia: mig 4ac 0OQHOYACHOTO 3aCTOCYBaHHS anbdeHTaHiny B m03i 20 MKT/KT Ta QpIyKOHA30JTy
B m03i 400 Mr 3m0poBUM HOOPOBOJIBIISIM CIIOCTePiranocs aBokpatHe 36inmbinenHss AUC,,, MOKIIHBO,
yepe3 inridbysanusg CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U albpeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IOCUJIIIOE Iif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PekoMeHIy€eThCSI BUMIpIOBAaTH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/a00 S-aMiTPpUIITHTIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepartlii Ta 4epe3 1 TUXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBaTH 03y
aMITPUITUIIHY/HOPTPULITUIIIHY .



Am¢pomepuuuH B: ogHOYaCHe 3aCTOCYBaHHS (HIIYyKOHA30/Iy Ta ampoTepulnHy B iHpikoBaHUM MUIam
i3 HOpMa/IbHUM iMYyHITETOM Ta iH(}IKOBaHMM MUIIAM 3i 3HUKEHUM iIMyHITEeTOM Jasio TakKi pe3yibTaTu:
HEBEJUKHUHN aguTUBHUM MPOTUTPUOKOBUY epeKT npu cucteMHil indexuii C. albicans, BifCyTHICTB
B3a€EMOi] IPY BHYTPIIIHbOYEPenHil iHpeknil Cryptococcus neoformans Ta aHTaroHi3M ABOX
IpernapariB Ipu cUCTeMHI iHdeKIIii Aspergillus fumigatus. Kniniune 3HaYeHHS pe3yybTaTiB,
OTPUMAaHUX Y X0l LKX AOCIIiAXKEHb, HEBIOMe.

AHmMuKoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX IIPOTUTPHOKOBHX 3aC00iB, Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi (IyKOHA30Jly Ta Bap(paprHy IMOBIJOMIISIIIN IIPO BUIIAOKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOl KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJIeHU) y
TIOEJHAHHI 3 TIONOBXEHHSM POTPoMOiHOBOTO Yacy. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI QIIYKOHA30/Iy
Ta BaphapuHy CIocTepiraaocs: JBOKpaTHE MigBUIEHHS MPOTPOMOiHOBOI0 Yacy, iMOBipHO, BHACIIIOK
npurHidyeHHs MeTaboniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IpOoTpoMOiIHOBHMI YacC y MAlli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyISIHTUA ab0
inmaHenmioH. Moxe 0yTH He0OXimHOI0 KOPEeKIlisd 03U aHTUKOAryIsHTY.

BbeH3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3oaam, mpuasonam: Tpu3HadeHHs GIyKOHa30Iy
IiCJIsT TepopPaIbHOI0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO 00 3HAYHOTO IMigBUIIIEHHS KOHIEHTpAIlil
Miga3ojiaMy Ta 0O MMOCUIEHHS IICUXOMOTOPHUX edeKTiB. OfMHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30y B
no3i 200 Mr Ta mMifgasonaMy B f03i 7,5 Mr mepopa’sibHO Ipu3Boauio fo miasuilesHs AUC Ta nepiogy
HalliBBUBEJEeHHS Miga3onaMy y 3,7 Ta 2,2 pa3a BifNoOBifHO. 3aCTOCyBaHHS (PIIyKOHA30/1y B [03i

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy IepopaibHO mpu3Boauio fo nigsuineHHs AUC Ta nepiogy
HaliBBUBE[EeHHS Tpra3onaMy y 4,4 Ta 2,3 pa3a BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bTyKOHa30I1y Ta TpHa3ojlaMy CIOCTepiranocs MOTEHIIIOBaHHS Ta MIPOJIOHTalis edeKTiB Tpra3oiaMy.
AKI110 malieHTy, IKAU TPOXOOUTh KypC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 103y OCTAHHIX CJTifl 3MEHIIIUTH Ta BCTAHOBUTH HaJIeKHUM HaTJISA[ 3a
CTaHOM IIallieHTa.

Kapbama3zeniH: pmyKoHa301 IpurHiuye Metabosi3aM KapOaMa3zelliny Ta CIIPAYUHSIE MigBUAIIEHHS
piBHS KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
Kapb6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 03U KapbaMaseniHy 3a/ekHO Bifi piBHS #0r0
KOHIIEHTpAIlil Ta [il mpemapary.

bokamopu kaavuiesux KaHaaie: mesiki aHTaroHiCTY Kanblilo (Hipegumin, icpaguid, aMJIOOUIliH Ta
denonumin) MmetabomidywoThcs pepmernToMm CYP3A4. ®nyKoHA30IT MOTEHIIMHO MOXKe MiIBUITYBATH
CUCTEMHY eKCII03UIIit0 6JI0KaTOPiB KaJbllieBUX KaHaJliB. PEKOMEH0BaHUM peTeIbHUM MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peakIriii.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCYyBaHHi (ykoHa3oimy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,,Ta AUC nenekokcuby migpuiiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCYBaHHI 1eJIeKOKCUO0Y Ta HITyKOHA30/Iy MOoxKe OyTH HEOOXiMHUM 3MEHIIeHHS NO3U LEeIeKOKCU0y
BABiui.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKoHA30/Iy IPU3BOLUTH [0
nifBuieHHs piBHS Ginipy6iny Ta KpeaTuHiHy B cupoBaTili Kposi. LIi mpenapatu MoxHa
3aCTOCOBYBATH OJHOYACHO, 3BaXKal0uM Ha PU3UK IIiIBUILIEHHS KOHIIeHTpalil 6inipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

®eHmai: OBIIOMIISININ IIPO ONMH JIeTAaTbHUYN BUIIAOK iHTOKCHUKAIIil (PeHTaHiIOM BHACIITOK
MOXKJIMBOI B3aeMopii peHTaHiny Ta ¢paykoHa3omy. [Jo TOTo XK, ¥ OOCTiAXKeHHi 3 y4acTiO 3[0POBUX
no6poBOIbLiB OYJI0 TPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTliMiHallio
denTaniny. [TigBuiieHHsS KOHIIEHTPalil PeHTaHiTy MoXkKe MPU3BECTU [0 IPUTHIYEHHS TUXAHHS, TOMY



CJIi peTebHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 6yTH HeOOXiIHOI KOPEKIIis no3u heHTaHiny.

IH2ibimopu I'MTI-KoA-pedykma3su: cyMiCHe 3aCTOCYBaHHS (IyKOHA301y Ta iHTiOiTopiB
'MT-KoA-penykrasy, 110 MeTtaboni3yioTecst CYP3A4 (aTopBacTaTHH Ta CUMBAcCTaTHH), abo iHTibiTOPiB
I'MTI'-KoA-penykTa3su, 1o Metabomnisyotscs CYP2C9 (dbmyBacTaTuH), MigBUILY€E PU3UK PO3BUTKY
Mmiomarii Ta pabgomionisy. ¥ pa3i Heo6xigHOCTI 0qHOYACHOTO 3aCTOCYBAHHS LIKMX MpemnapaTiB CIia
PEeTeIbHO CIIOCTepiraTy 3a MallieHToM L[0J]0 BUHUKHEHHS CUMIITOMIB MiomnarTii Ta pabmomiorni3y i
IIPOBOOUTY MOHITOPUHT PiBHA KpeaTUHKIHA3HU. Y pa3i 3HAYHOTO HigBUINEHHS PiBHI KpeaTUHKiIHA3Y, a
TaK0XK IIPU AiarHOCTYBaHHi abo migo3pi Ha MiomaTito/pabmomionii3 3acTocyBaHHS iHTiOiTOpPiB M-
KoA-penykTasu Ciif IpUIUHUTH.

Osanapub: nomipHi inribitopu CYP3A4, Taki gk pmykoHa3071, 36iMbLUIYIOTE 1J1a3MOBi KOHIIEHTPAIIil
ornamapu0y; ix ogHOYaCHE 3aCTOCYBAHHS HE PEKOMEHIYeThCs. AKIo Takoi KoMOiHaIlil He MOXKHa
YHUKHYTH, IpUoM ojanapuby o6MexyoTh fo3amu 200 Mr aBivi Ha 100y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC i MaKpoaimyc).

LuknocnopuH: GIyKOHA30/ 3HAYHO mifBUlye KoHeHTpariio Ta AUC uuknocmopuny. Ipu
OJHOYAaCHOMY 3aCTOCYBaHHi ¢yKoHa301y B [03i 200 Mr/no0y Ta HUKIIOCIOPUHY B [03i 2,7 MTr/KT/mo0y
croctepiranocs 36inbsienHs AUC muknocmopuHy B 1,8 pasa. Lli mpemapaTtu MOzHa 3aCTOCOBYBATH
OTHOYACHO 3a YMOBH 3MEHIIEeHHS MO3H ITMKJIOCIIOPUHY 3aJIe2KHO Bifl HOT0 KOHIIEHTPATIIi.

Esepoaimyc: X04a [OCTIOXKeHb in Vitro Ta in vivo He IPOBOAUIIH, BiTOMO, IO (PIIyKOHA30JI MOXKE
MiJBUIYBAaTU KOHIIEHTPALIi0 €BEpPOJIIMyCy B CUPOBATLi KpOBi yepe3 npurHidvenss CYP3A4.

Cupoaimyc: GIyKOHa30] MiABUILYE KOHLIEHTPAIII0 CUPOIIMYCY y TJIa3Mi KpOBi, iMOBIpHO, IIISXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rnikonporeinoM. Li mpemapartu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBU KOPUT'YBaHHS JO3U CHPOJIIMYCY 3a71€KHO Bifl PiBHSI
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Taxposimyc: GIyKOHA30/I MOXKe MiABUINYBATU KOHIIEHTpAIlil TaKpOIiMyCy B CUPOBATIIi KPOBi 10

5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHi Yepe3 NPUTHiUeHHS MeTaboIi3My TaKpomiMycy
dbepmenTom CYP3A4 y kumieyHuky. [Ipu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCYy He
CIIOCTEpIranocs 3HaYHUX 3MiH papMakKoKiHeTUKH. [TifBuIleH] piBHI TaKPOJIIMyCy acoIil0I0ThCS 3
He(POTOKCUYHICTIO. [103y TAaKpOIiMyCy Ol IEPOpaJbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJ] KOHIIEHTpAIlil TAKPOJIMyCYy.

JlozapmaH: pmykoHa30: npurHiyye Metabosi3M 103apTany [0 HOro akTUBHOTO MeTabomiTy
(E-31 74), mo 3ymMoBIoe Oinblly YaCTUHY aHTAroHi3My 0 pelenTopiB aHrioren3uny II mixg yac
3aCTOCYBaHHS JI03apTaHy. PeKoMeHJ0BaHO 3[iMCHIOBATH ITOCTIMHUY MOHITOPHUHT apTepiaJbHOrO0
TUCKY y ITalLli€HTIB.

MemadoH: GpnyKoHa30J1 MOXKe MifBUIyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [1pu
OJHOYaCHOMY 3aCTOCYBaHHiI MeTaioHy Ta (QIIyKOHa30/y Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHY.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 (PIIyKOHa30JI0M
C,.x Ta AUC dnypbinpodeny migsuiryBanucs Ha 23 % Ta 81 % BiAMoBigHO MOPIBHSIHO 3 BiOMOBIAHUMHU
IIOKa3HUKaMHU IIPU 3aCTOCYBaHHi Tinbku (ypbinmpodeny. AHanIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHI (prryKoHa3omy 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC apmakonorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBumtysanucs Ha 15 % Ta 82 % BifNoOBiIHO MOPIBHSHO 3
TAKMMHU ITOKa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro i0ympodeHy.



Xoua crmeliaJbHUX AOCTiAKEHb He TPOBOAMIN, (PIIYKOHA30J1 MOXKe MiIBUIIIYBaTHA CUCTEMHY
ekcno3utito inmmx HIT3II, mo MeTtabonisyiotscst CYP2C9 (Hanmpukiag HalPOKCEHY, IOPHOKCHKAMY,
MeJIOKCUKaMy, TuKiodeHaky). PeKOMEHI0BaHO MEPIOIUYHO 3MiCHIOBATH MOHITOPUHT MOOIYHUX
peaxliiif Ta TOKCUYHUX IPOSIBiB, OB’ s13auux i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS 03U
HIT3II.

®eHimoiH: GIyKoHa30I NMpUrHiuye MeTabomi3am ¢deHiToiny y nedinni. OqHoyacHe 6araTopa3oBe
3actocyBaHHS 200 Mr driykoHa3omy Ta 250 Mr ¢eHiTOiHy BHYTPIIIHHOBEHHO NTPHU3BOAUTE 10
nigsuimenHsa AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChKUX 3aco0iB CITifl MPOBOOUTH MOHITOPHMHT KOHIIEHTpallii (eHiTOIHy B CUPOBATII KPOBIi IS
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiTOIHY.

ITpeOHi30H: IOBIDOMIISIIM IIPO BUIIAOK, KOJIM Y MAaIli€eHTa IiCJ/s TPaHCIIaHTallil TeYiHKY Ha TJIi
3aCTOCYBaHHSA NIPENHI30HY PO3BUHYJIACS rOCTPa HEJOCTAaTHICTh KOPY HafJHUPKOBUX 3aJ103, 110
BHMHUKJIA TiCJISI MPUIIMHEHHS TPUMICIYHOTO KypCy Teparil ¢piayKoHa3010M. [IpunuHeHHS
3aCTOCyBaHHS (DITyKOHA30I1y, iIMOBIPHO, CIPUYKUHUIIO TOCUIeHHS akTUBHOCTI CYP3A4, 110 npu3sBeno
[0 IPUCKOPeHHs MeTabomi3aMy npegHi3ony. Cuil peTeabHO CTEXKUTH 3a HalliEHTaMH, SKi IPOTSIToM
TPUBAJIOTO Yacy OZHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta NPEeNHI30H, 3 METOI0 IONepPenKeHHS
PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 MiC/I IPUNWHEHHS 3aCTOCYBaHHSA (PIIyKOHA30IY.

PugabymuH: ¢nykoHa30 MigBUINYE KOHIIEHTPaIlilo prudadyTUuHy B CHPOBATIIi KPOBI, III0 IPHU3BOAUTH
no 36inbimenHss AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3acTOCyBaHHI (QIyKoHa305y Ta
pudabyTuHY IOBiHOMIISIM IIPO BUMIaIKU PO3BUTKY yBeiry. [Ipu 3acTocyBaHHI Takol KoMOiHaril
JiKapchbKuX 3aco0iB cifg 6paTé 40 yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsutiye AUC ta C,,,, cakBiHaBipy npu6mu3Ho Ha 50 % Ta 55 % BifmoBigHO
yepe3 NpUrHideHHs MeTaboni3aMy cakBiHaBipy y neuinii ¢pepmentom CYP3A4 Ta yepes iHriOyBaHHS
P-rrmikonpoteiny. B3aemogii Mix (IyKOHa30JI0M Ta CaKBiHaBipOM/PUTOHABIPOM He [OCTiAKyBalH,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHUMU. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CakKBiHABIPY.

IToxiOHi cynbhoHiNCeH08UHU: TIPA OGHOYACHOMY 3aCTOCYyBaHHI (JIyKOHA30J1 IPOJIOHTYE MEePiof
HalliBBUBEJeHHS ITePOpabHUX IOXIAHUX CYIb(GOHIIICEYOBUHY (XJIOpIpoNaMiny, IrmibeHKIaMiny,
T1inisuay Ta Ton0yTaMify) MpH iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOIBISIM. PEKOMEHYETHCS
IIPOBOOUTY YaCTUU KOHTPOJIB I[YKPY B KPOBIi Ta BiANOBITHUM YHMHOM 3HUKYBATU NO3Y MOXIGHUX
CyNb(OHITICEYOBUHY NIPY ONHOYACHOMY 3aCTOCYBaHHI 3 (GIIyKOHA30JIOM.

TeoginiH: y mnane60-KOHTPOIOBAaHOMY [OCTiIKEHH] B3a€MOii mpemnapaTiB 3aCTOCYBaHHS
bmykoHazony mo 200 mr npoTsaroM 14 gHIB MPU3BENO OO0 3HUKEHHS CEPEeIHBOT0 KITipeHCy TeoDiliHy
y mna3mi KpoBi Ha 18 %. 3a mallieHTaMu, SKi 3aCTOCOBYIOTh TEODiNliH Y BUCOKUX [103aX abo0 SKi MaioTh
IiABUIIEHNN PU3UK PO3BUTKY TOKCUYHUX MPOSBIB TeOGiIiHY 3 iHIINX IPUYUH, CIIil BCTAHOBUTHU
Harjgap I[of0 BUSIBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamnito ciif 3MiHUTH IPU MOSBi
03HAK TOKCHUYHOCTI.

Togpauyumuni6: BruB ToOPaIUTHHIOY 3pOCTA€ MPHU OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMHU
3acobaMu, IKi MpU3BOAATH 00 moMipHOTO iHriOyBaHHS CYP3A4 Ta nortyxHoro inrioysanus CYP2C19
(Hampuknan gnykoHasos). ToMy peKOMeHI0BaHO 3MEHIIUTH 003y TodaruTuHiOy no 5 Mr 1 pa3 Ha
noOy B KoMOiHalligX 3 I[MMU IIperapaTaMu.

Askanoiou 6apeiHky: xo4a BifTOBIAHUX MOCTiAXKEHb He IPOBOAMIIM, (IIYKOHA30JI, iMOBipHO, Yepes
inri6yBanus CYP3A4, Moxe COPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajKasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampuKIIaf BIHKPUCTUHY Ta BiHOIACTHUHY), IO MPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX



edexkTis.

BimamiH A: IOBIIOMJISITIM, 110 Y MAI[iEHTa, SKUU OMHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(xkucmoTHa opMa BiTamiHy A) Ta HIIyKOHA30J, CIocTepiranucs nodiyHi peakiil 3 60Ky IleHTpalbHOl
HepBoBoi cuctemu (LJHC) y popmi mceBmoTyMOpPY rOJIOBHOTO MO3KY; DaHUU e(eKT 3HUK IIiCIIs BigMiHU
dbnykonazony. Lli mikapchKi 3aco0u MoKHA 3aCTOCOBYBAaTH OMHOYACHO, ajie CJIif maM’ sTaTu Mpo
PU3KK BUHUKHEHHS mo0iuHuX peakuint 3 6oky [THC.

Bopukona3zos (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiMm 1mo 200 Mr KoxHi 12 rogun
IpOTATOM 2,5 OHs) Ta GyKoHa3oiy nepopanbio (400 mr y nepmui gensb, noTiM mo 200 Mr KoxHi 24
TOIUHY MPOTATOM 4 [HiB) 8 3m0OpoBUM NOOPOBOJIBIISIM YOJIOBIUOI CTATi MPU3BEIIO A0 MigBuIleHHS C,
ta AUC, BOpHKOHa307y B cepegHboMy 710 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % II: 40 %, 128
%) BipmoBimHO. HeBimoMo, Y1 MPU3BOAUTEL 3HUKEHHS 003U Ta/ab0 4aCTOTHU 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 GIyKoHa30JTy O0 YCyHeHHs Takoro edekTy. ITpu 3acTOCyBaHHI BOPUKOHA30ITY
micys GIyKOHA30JTy CIIif IPOBOAUTY CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB,
acoIlif0BaHUX i3 BODUKOHA30JIOM.

3udosyouH: pnykona3zon nigsuiye C, .. Ta AUC 3upmoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUXKEHHSIM KIIipEHCY 3UI0BYIUHY MPUOIU3HO Ha 45 % mpu #oro nepopaibHOMY
3actocyBaHHi. [lepion HaniBBUBeOeHHS 3UOBYAUHY OYB TaK0X IOHOBXKeHUM npubnusno Ha 128 %
micys 3acTocyBaHHS KoMOiHa1il (GIyKoHa30Iy Ta 3UJOBYOUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TaKy Kom0biHalliio TikapchbKux 3aco0iB, CJIifi CIIocTepiraTy I0A0 PO3BUTKY IOOIYHUX peakKiliii,
II0B’I3aHUX 13 3aCTOCYBaHHAM 3UIOBYAVHY. MOXKHA PO3IIISAHYTH OOLIBHICTS 3HUXKEHHS [O3U
3UOBYIUHY.

A3umpoMIiluH: y X0l BIIKPUTOTO PAHIOMi30BaHOTO TPEOXCTOPOHHLOIO IIEPEXPECHOTO JOCIIIXKEHH,
B SKOMY B3$JIA y4acTh 18 3m0poBux HOOPOBOJIBLIIB, OiHIOBAJIM BIIJIUB a3UTPOMILIMHY Ta (PITyKOHA30IY
Ha (papMaKOKiHETHKY OIWH OGHOTO IIPU IX OGHOYaCHOMY IIepOopaIbHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 Mr BignmoBigHO. 2KOIHUX 3HAUYIIKMX (PapMaKOKIHETUYHUX B3a€MOMiM BUSBIEHO
He OyI10.

ITepopaavHi KoHMpavyenmueau: TPoBoauIK 2 (papMaKOKiHETUYHUX OOCITiIXKeHHs 6araTopa3oBoro
3acTocyBaHHS (GIyYKOHA30Jy Ta KOMOiHOBAHOTO ITepOpabHOr0 KOHTpalenTuBa. [Ipu 3acTocyBaHHi
¢dbnykoHa301y B fo3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He Oyy10, TOMI IK IIPHU 3aCTOCYyBaHHi
bnykonasony B mo3i 200 Mr Ha f00y cnoctepiranocs 36inbiueHHss AUC etuHinecTpagiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Lle cBiguuTh Ipo Te, 110 OaraTopa3oBe 3aCTOCYBaHHS (IYKOHA30Iy Y
3a3HayvueHMX [103aX HaBPA[ YU MOXKe BIUIMBATU Ha e(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAJILHOTO
KOHTpAallenTHBa.

Isaka¢pmop: cynyTHe 3acTOCyBaHHS 3 iBaKa®hTOPOM, MiACUIIOBAYEM MYKOBICIIUIO3HOTO
TpaHCMeMOPaHHOTO PETYIISITOPa IPOBITHOCTI, MiBUINY€E eKCII03uIlii0 iBakadTOpy B 3 pa3y, a
rigpokcumeTtuniBakadTopy (M1) - B 1,9 pa3sa. [I515 nauieHTiB, SKi 0MHOYACHO 3aCTOCOBYIOTH IIOMipHi
inribitopu CYP3A, Taki 9K QIyKoHa30J1 i epUTPOMIIINH, PEKOMEHAYETLCS 3HUKEHHS N03HU iBaKahTOpy
no 150 mr 1 pa3 Ha mo0y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Kanou0do3s. JocmigKeHHS MOKa3ally 3p0CTalyy IOMKUPEHICTh iHG ek, BUKIUKaHUX iHIIHMY BUOAMU
Candida, kpim C.albicans. Boru 4acTo 3a CBO€I0 MpupoOoio CTikki (Hanpukinan, C. krusei i C. auris)



abo0 JeMOHCTPYIOTh 3HUKEHY YyTNUBICTh [0 ¢pnaykoHasony (C. glabrata). Taki iH(eKIil MOXKYTb
notpeOyBaTu albTepPHATUBHOI MPOTUTPUOKOBOI Teparii uepe3 HeeeKTUBHICTE NMiKyBaHHS. TakuM
YUHOM, JTiKapi peKOMEeHIyI0Th IPUMMATH OO0 YBaru MOMUPEHICTh CTIMKOCTI 10 (IyKOHA30Jly y Pi3HUX
BumiB Candida.

Ilepmamodpimia. BifmoBigHO A0 pe3yNbTaTiB AOCTIAKEeHHS (PIIyKOHA30/Iy I TiKyBaHHS OepMaTodiTii
y mitel, GpIyKoHa30/1 He MepeBUlye rpu3eodyibBiH 3a e(PeKTHUBHICTIO i 3arajJlbHUM TOKa3HUK
epexTuBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ®nykona3on-KP He ciif 3aCTOCOBYBaTH OIS TiKyBaHHS
nepMaTodiTii.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy [AJd JIIKyBaHHS KPUITOKOKO3Y iHIINX
JIoKaJli3aliil (Hanpukiaj JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y IIKipK) HeJOCTaTHbO, TOMY
PeKOMeHfalliil IoA0 4030BOr0 PEXUMY [JIs JIIKYBAaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [loka3iB eheKTUBHOCTI (DITyKOHA30Iy AT JTiKyBaHHS iHIIUX Hopm
eHJeMiYHUX MiK03iB, TaKUX K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHaIliX 1I0A0 JO30BOr0 PeXUMY [AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IaniedTam i3 mopyureHHIM QYHKIIIM HUPOK IIpenapar CJlif 3aCTOCOBYBAaTH 3
obepexHicTio (muB. po3ain «Crocib 3acTOCyBaHHS Ta [O3U»).

Hedocmamuicmb HaOHUpKosux 3as103. KeTOKOHa3071, SIK BiTOMO, CIIPUYMHSIE HEAOCTAaTHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IyKOHA30Jly, X04a CIIOCTEPIraEThCS PigKO.
HepocTraTHiCT, HAMHUPKOBUX 3aJ103, [I0B'43aHa 3 ONHOYACHUM JIIKyBaHHAM IIPEHI30HOM, OllMCaHa B
po3mini «B3aeMopist 3 iHIMKUMY JTiKapChKUMHU 3acob6aMu Ta iHIIi BUOK B3aeMOfi» «Biaus
GbIyKOHA30I1y Ha iHII JTiKapChKi 3aco0m».

I'enamobiaiapHa cucmema. TlanieHTam i3 mopyueHHIM GYHKIIIM Me4iHKY mTpenapar Ciif
3aCTOCOBYBATH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (DITYKOHA30JIY aCOIIiI0BAIOCS 3 BAHUKHEHHSIM
PiOKiCHUX BUIafKiB PO3BUTKY TSXKKOI rellaTOTOKCUYHOCTI, BK/II0Yal04y JIeTalbHi BUMIaIKU, TOJIOBHUM
YUHOM Y TAIL[E€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIagKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHAM (QIyKOHa307y, He 6y0 Big3HaueHo ii SBHOI
3aJ1eKHOCTI Biff 3aranbHOI J00O0BOI 4O3H IIpemnaparty, TPUBAJIOCTI Tepartii, cTaTi abo BiKy mallieHTa.
3a3BUYail TelmaTOTOKCUYHICTh, COpUYMHEHa (HITYKOHA30/10M, 000POTHA, a 1 MPOosiBY 3HUKAIOTH IIiCIIs
IPUNIMHEHHS Teparil.

3a nalieHTaMu, y IKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIEHHS Pe3yIbTaTiB
GbyHKITIOHATEHUX P00 MEeYiHKY, C/Tif BCTAHOBUTH PEeTEeIbHUM HaTJISM 00 PO3BUTKY OibIl TSAKKOTO
ypaXKeHHS IeYiHKU.

[NTauieHTiB cnig TpoiH(GOPMyBaTH PO CUMITOMHY, 110 MOXKYTh CBITYUTH NIPO CEPUO3HUY BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOoCTiiHa HyqoTa, 6/TI0BaHHS Ta KOBTSIHUILIS). Y TaAKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HeraHO NPUNWHUTYU Ta IPOKOHCYIbTYBATUCA 3 JTiIKapeM.

Cepuego-cyOuHHa cucmemad. Jlesiki a307d, y TOMY YHCIIi i (JTyKOHA30J1, aCOIiI0I0THCS 3 MOTOBXKEHHIM
inTepBany QT Ha enekTpokapmiorpami. ®nykKoHa301 nofoBxKYye iHTepBal QT MIIAXOM NPUTHIYeHHS
BUIIPSAMIIAIOUOTO KamieBoro kaHany (I,.). [TomoBxkenHs inTepsany QT BHaACigOK Ail iHIINX JTiKapChKUX
3aco0iB (HampuKIa aMiogapoHy) MoxKe ITOCUJTIOBATUCS ¥ Pe3yJIbTaTi IPUTHiYeHHS GepMeHTY
CYP3A4 uutoxpomy P450. IToBigomsany npo OyxKe PifKiCHI BUIlafAKy OgoBXKeHHS iHTepBany QT Ta
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii TUIy «IipyeT» IIpU 3aCTOCYBaHHI IIpenapaTry
®nykoHa305-KP. Taki MOBiIOMIIEHHS CTOCYBAJIUCS TALI€HTIB 13 TAXKKUMU 3aXBOPIOBAHHAMY IIPU



moeqHaHHiI 6araThox (GAKTOPiB PU3UKY, TaKUX SIK CTPYKTYPHI 3aXBOPIOBAHHS CEPIIs, ITOPYIIEHHS
eJIeKTPOJIITHOT0 0OMiHY Ta OMHOYACHE 3aCTOCYBAHHS iHIIUX JIiIKapPChKUX 3ac00iB, 110 BIIMBAIOTH Ha
inTepBan QT. IlamieHTH 3 rinokasnieMi€ro Ta TPOrPECYI0Y0I0 CEPLeBOI HEOOCTATHICTIO MalOTh
MiJBUIIIEHUY PU3UK BUHUKHEHHS 3arpO3JIUBUX [JIS1 KUTTS LIJTYyHOYKOBUX apUTMIi Ta
IIapOKCU3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii TUIY «IipyeT».

®nykona3zon-KP crif 3 06epekHICTIO 3aCTOCOBYBATH NallieHTaM i3 pU3UKOM PO3BUTKY apUTMil.
OpHoYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 uutoxpomy P450, mpoTunoka3aHe (QUB. PO3Tinu
«IIpoTuUnoKa3aHHI» i «B3aemopmist 3 iHITUMH JTiIKapCbKUMHU 3aco0aMH Ta iHIM BUIHU B3AaEMOIIN»).

I'anopanmpun. F'anodanTtpun € cyoctpatoM pepmerty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHIOBaHUX TepaleBTUYHUX f03aX. OmHOYACHE 3aCTOCYBaHHS rasohaHTPUHY Ta
GbIyKOHA30I1y HEe PEeKOMEHIYEThCs (OUB. PO3Mdin «B3aemopmist 3 iHIIMMY JTiKapChbKUMU 3aco0aMu Ta
iHIIT BUOM B3a€EMOIIN»).

Ilepmamonoeiuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30/Iy PigKO MOBITOMIISIN IIPO PO3BUTOK
TaKuX eKC(OMaTUBHUX MIKipHUX peakilii K cuaapoM CTiBeHca-[[;KOHCOHA Ta TOKCUYHUU
elriepManbHUM HEKPOITi3. IToBimoMIIsIIocst PO peakliito JTiKapchKux 3aco0iB 3 eo3uHODiniero Ta
cuctemauMu cumnromamu (DRESS cungpowm). [ManienTu 31 CHIToM Oinblil CXUTBHI O PO3BUTKY
TSKKUX IMKIpHUX peaklIliii Ipy 3aCTOCyBaHHI 0araThox JIiKapChKuXx 3aco0iB. Ko y mamieHTa i3
TIOBEPXHEBOI0 IPpuOKOBOI0 iH(EKITi€I0 3 IBNISII0THCS BUCUIIH, 1[0 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHIM
(byKOHa3011y, IToAasbllle 3aCTOCYBaHHS IIpenaparTy Cif IPUIXHUTHU. KIIO0 Yy MallieHTa 3
iHBa3MBHOIO/CUCTEMHOIO I'PUOKOBOI0 iH(EKIIi€I0 3’ IBISIOTHCS BUCUIIM Ha IKipi, 3a HOr0 CTAHOM
IIOTPiOHO pPeTebHO CIOCTEPIraTH, a y BUMAAKy PO3BUTKY OYIHO3HUX BUCHUIIIB a00 MyIbTUGHOPMHOI
€pUTEMM 3aCTOCYBaHHS (PIIYKOHA30TY CIIifl MPUIUHUTH.

I'inepuymausgicmby. Y pigKiCHUX BUIIaAKaX OBITOMJISIN IIPO PO3BUTOK aHa(DiTaKTUYHUX PeaKIii
(muB. po3min «IIpoTUnoKa3aHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM inridiropom ¢epmentis CYP2C9 ta CYP3A4. Takox
byKoHa3011 € MOTYyKHUM iHTibiTopoM dhepmenTy CYP2C19. Cnipm cmocTepiraTé 3a CTaHOM IAIli€HTIB,
SIKi OHHOYaCHO 3aCTOCOBYIOTh PyKoHa30/-KP Ta npenapatu 3 By3bKUM TepalleBTUYHUM BiKHOM, II[0
MeTabomizyoTbes 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMofis 3 iHIMUMU
JiKapChKUMH 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTy 3a CTAHOM MallieHTa MPY OJHOYaCHOMY 3aCTOCYBaHHI
tTepdeHaguny Ta GayKoHa30my y no3i Menine 400 Mr Ha go0y (muB. po3minu «[IpoTunokasaHHg» i
«B3aeMopmis 3 iHMMMH JTiKapChbKUMHK 3ac00aMM Ta iHIIII BUAM B3aEMOIiii»).

LlonomidcHi pevoguHu. ITpenapat MiCTUTh 1akTO3y. [lalieHTaM 3 PiIKiICHUMU CIafgKOBUMU
3aXBOPIOBAHHSIMY, TAKMMU K HEIIEPEHOCHUMICTh TalaKTO31, HelOCTaTHICTh TakTa3u Jlamma Ta
MasibabcopO1ia TII0K03U-TajlakTo3H, He CJIifi 3aCTOCOBYBaTH 1€l Ipemapar.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHsA 2py00to.
2KiHKu 3 penpodyKmueHuUmM nomeHuiaiom
[Tepen nmoyaTkoOM JIiKyBaHHS MALiEHTKY CIIif IPOiH(OpPMyBaTH PO NOTEHIIMHUY PU3UK [AJIS IJIOAA.

[Ticns 3acTocyBaHHS OOHOPA30BOl IO3U CJIifl BATPUMATH T1ePiof] BUBeleHHS (IyKOHA30Jly TPUBAJIiCTIO



npubnu3Ho 1 THXKAEeHH (10 BifmoBigae 5-6 mepiomaM HalliBBUBENEHHS) N0 HaCTaHHS BaTriTHOCTI (OUB.
po3pin «PapMaKOKiHETUKA»).

[Tpu TpuBanux Kypcax JiKyBaHHS XKiHKaM 3 PENPORYKTUBHUM ITOTEHITalIOM CIIif] PO3TISHYTH
MOZKJIMBICTb 3aCTOCYBAHHS KOHTpPALEILil IIPOTATOM YChOT'0 Iepiofy JiKyBaHHS Ta IPOTATOM 1 THUKHS
IiCTI IPUMOMY OCTaHHBLOI JO3H.

BazimHicmb

OG6cepBaliiliHi JOCHiIKeHHS CBiqYaTh PO MiABUIIEHUN PU3UK CIIOHTAHHOTO abopPTY V XKIiHOK, SKi
oTpuMyBanu (GIyKOHa30J1 IPOTATOM IEPIIOTO Ta/abo APYroro TPUMECTPY BariTHOCTI, IOPIBHSIHO 3
XKiHKaMu, Ki He mpuiiManu GrykKoHa3on abo OTpUMYBaIM MicIieBi a30/u y TOM caMui mepiof.

[aHi KiTbKOX THCSAY BaTiTHUX XKIHOK, SIKi OTPUMYBaId KyMyJIATUBHY H03y (GIyKoHa301y < 150 Mr B
IepIIOMY TPUMECTPI, He CBifuaTh IIpo 30i/IbIIeHHS 3araJlbHOTO PU3KKY Bajl PO3BUTKY IIOZA.

B onHOMY BenmukoMy 00CepBaliiHOMY KOTOPTHOMY OOCTIiIKeHHi IIepopabHu IpuitoM GIyKoHA30Iy
y mepiiomMy TpuMecTpi 6yB acoIiiioBaHU 3 HEBEJIUKUM ITiABUIIIEHHSIM PU3UKY PO3BUTKY OIIOPHO-
PYXOBOTO amapary, 1o BifnoBigano npubnu3no 1 gogarkoBoMy Bumanaky Ha 1000 XkiHOK, sKi
OTPUMYBaJId KyMyJISATUBHI 703U <450 Mr, IOPiBHAHO 3 XKiHKaMH, sIKi OTPUMYyBaJIi MiCLIeBi a307y, i
npu6nu3Ho 4 momaTkoBuM BunagkaMm Ha 1000 XiHOK, IKi OTpUMyBaiu KyMyJIaTUBHI fo3u moHanm 450
mr. CKopuroBaHui BifHOCHUY pu3ukK cTaHoBuB 1,29 (95% [I 1,05-1,58) gns 150 Mr mepopanbHOTo
npuiioMmy dhaykoHa3ony Ta 1,98 (95% I 1,23-3,17) gng mo3 noHag 450 Mr ¢nykKoHa3omy.

HasiBHi emifeMionoriyni gocmigKeHHS 1II0I0 PO3BUTKY Baj CepIls IPU 3aCTOCYBaHHI (GIyKOHA30My Y
mepiofl BariTHOCTI Jai0Th cymepednnBi pe3ynbraTu. OgHaK, MeTa-aHasi3 5 o0cepBalliiiHux
OOCIi2KEeHb, 1110 BKJII0YaIM KilbKa TUCSAY BariTHUX XKIiHOK, SIKi OTpEMYyBaiu (HIyKOHA30JI IPOTSATOM
IIEePILOro TPUMECTPY, BUABUB MiABUIIEHHS PU3UKY PO3BUTKY Baf cepls y 1,8-2 pa3u NOpiBHSAHO 3
THM, KOU (DIIYKOHA30J1 He 3aCTOCOBYBaJIM Ta/ab0 BUKOPHUCTOBYBAJIM a30JIM [IJIST MiCIIEBOTO
3aCTOCYBaHHS.

Y moBimOMIIEHHSAX PO BUIMAOKHX OMKMCAHO BPOOXKEHI Bafy PO3BUTKY ¥ HEMOBIIAT, MaTepPi SKUX
oTpumMyBanu Bucoki mo3u (Big 400 mo 800 Mr/mo0y) dbiayKoHa301y Y Iepiof BariTHOCTI MpoTsSroM 3
MicsiiB abo Oinbie mpu JTiKyBaHHI KOKIMAioinoMiko3y. Cepeq BpOIXKEeHUX Bafl, SIKi CriocTepiramucs y
IIUX AiTew - Opaxinedartis, mUCIIa3is BYIIHUX PAaKOBUH, HagMipHe 30ibllIeHHS TepegHbOro TiM S4Ka,
BUKPUBIIEHHS CTErHa Ta IIPOMEHEBO-TIIEY0BUM CUHOCTO3. [IpUYMHHO-HACTiIKOBUM 3B’ 130K MiXK
3aCTOCyBaHHSM (DJIyKOHA30/y Ta BPOAKEHUMH BaflaMi He BCTaHOBJIEHUN.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYpCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol HeOOXigHOCTI.

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30 Ty Ta/abo TprBali KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 TOTEHIIHO 3aTPOKYIOTh KHUTTIO.

I'odysaHHA 2pydoio.

®ryKoHAa30J1 TPOHUKAE ¥ IPyOHE MOJIOKO Ta [ocATrae KOHIEHTpallii mofioHol J0 piBHS y My1a3Mi KpOBi
(OuB. po3pin «PapMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIT PA30BOT0
3aCTOCYBaHHS 3BUYaNHOI 103U (PIyKOHA30y, 1110 CTaHOBUTh 150 Mr. ['omyBaTu rpyamoio He
PEKOMEHIYEThCS Ipu 6araTopa3oBOMY 3aCTOCYBaHHI (IyKoHa307y a0 IIpu 3aCTOCYBaHHI BUCOKHUX
no3 ¢pnykoHasomy. CIif OI[iHUTH KOPHUCTh TOOYBaHHS TPYANIO AJIS PO3BUTKY 1 3MOPOB’d AUTHHH, a
TaKOX KIiHiuHYy moTpeby Martepi y nmpemnapati ®nykoHa3on-KP i Oyab-sKi moTeHuiHi mobiuni epextu
npemnapaty ®mykoHa301-KP abo 0CHOBHOTO 3aXBOPIOBAHHS MaTepi AJIsT AUTUHH, SKa OTPUMYE IPyoHe



BUTOIOBYBaHHS.
depmuabHiCMb.

®yKoHA30J He BIJIMBAB Ha (DEePTUIIBHICTE CaMIliB Ta CaMOK LIyPiB.

30amuicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHizmamu.

HocnimxeHb BINIUBY mpenapaty ®mykoHa301-KP Ha 3maTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo
[IpaIioBaTy 3 IHIIUMH MeXaHi3MaMy He IIPOBOOUIIHN.

[MauieHTiB cnig mpoiHGopMyBaTH PO MOKJIMBICTE PO3BUTKY 3allaMOpPOYEeHHS abo cymoM (IuUB. PO3Min
«ITo6iuHi peakiiii») mif yac 3acTocoByBaHH npemnapaTty ®nykoHa3oi-KP. IIpu po3BUTKY TaKUX
CHMIITOMIB He PeKOMEHIYETLCS KePyBaTH aBTOTPAHCIIOPTOM abo MpaljfoBaTH 3 iHIIMMU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Io3a prryKoHa30/1y 3a/IexXKUTh Biff BUOY Ta TAXKKOCTI rpuOKoBoi iHdekIii. [I1s 6inbirocTi BUIagKiB
BariHa/JIbHOT'0 KaHOUI03Y LOCTaTHLO Pa30BOIr0 3aCTOCYBaHHS IIpenapary.

[Tpu HeoOxigHOCTI GaraTopa30BOro 3aCTOCYBaHHS MpenapaTy JiKyBaHHS iHQeKUil cin
IIPOJOBXKYBATH 00 3HUKHEHHS KITiIHIYHUX Ta 1Ta00paTOPHUX IIPOSBIiB aKTUBHOCTI rpuOKOBOI iH(eKITii.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKE IIPU3BECTH A0 BiIHOBJIEHHS aKTUBHOIO iH(PEKLIMHOTO
IIpOIIECy.

®nykonazon-KP 3acTocoByBaTH, 3a/Ie3KHO Bifi JTiKapchkoi popMu, mepopasbHo (Karcynu) abo
BHYTPIIIHbOBEHHO IIJIIX0M iHQY3ii (po3uuH ns iHPy3iit). Crocid 3acTocyBaHHS IIpenapaTy
3aJ1eXKUTh Bif] KJIiIHIYHOTO CTaHy NaljieHTa. Hemae HeoOXigHOCTI 3MiHIOBaTH AO0OOBY 03y IipemnapaTty
IIpY 3MiHi NIJISXy UOT0 3aCTOCYBaHHSA 3 IEPOPaIbHOT0 Ha BHYTPIIIHbOBEHHUM Ta HaBIAKH.

Kancynu cnip koBratu uinumMu. [IpuiioM npenapaTy He 3a/1eXKUTh Biff ITPUIOMY 1XKi.

Hopocai.

Kpunmokokos.

- JIikyBaHHSI KpUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXXyBaJbHa [03a CTaHOBUTL 400 MT y nepiui geHb.
[MTinTpumyBanbHa no3a - 200-400 mr 1 pa3 Ha mo6y. TpuBasicTh JTiKyBaHHS 3a3BUYall CTAHOBUTH
moHalMeHIe 6-8 TuxHiB. [1py iHQEKIIiAX, 0 3aTPOXKYIOTh JKUTTIO, 10O0BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.

- [linTpuMyBasibHa Teparis OJid ONepeNXeHHs PelUaUBY KPUIITOKOKOBOIO MEHIHTITY y IAlli€HTIB 3
BACOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEH[I0BaHa [03a IIpenapaTy cTaHoBuTh 200 Mr ofuH pa3 Ha
o0y IpOTAroM HeoOMeKeHOT0 4acy.

Kokuudioidos.

- PexomeHgoBaHa fo3a craHoBuTh 200-400 Mr 1 pa3 Ha go0y. TpuBasicTh TiKyBaHHS CTAHOBUTH
11-24 micsmi abo moBIe 3ayieXKHO Bifi cTaHy nauieHTa. [[71sd nikyBaHHS Aesakux GopM iHdexkii, a



0Cco0NMBO A1 JIiKyBaHHS MEHIHTITy, MOXe OyTH HOIiIbHUM 3acTocyBaHHS 0o3u 800 mr/mo0by.
IHea3usHi KaHOudo3u.

- HaBanTaxyBanbHa go3a cTaHOBUTH 800 Mr y mepmuii feHb. [linTpumyBanbHa fo3a - 400 mr 1 pa3
Ha go0y. 3a3BU4ail peKOMeHj0BaHa TPUBAJIiCTh JIiKyBaHHSA KaHAMUAEMil CTAHOBUTD 2 THUXKHI Micis
MepIINX HETATUBHUX PE3YIbTaTiB TEMOKYILTYPHU Ta 3HUKHEHHS 03HaK i CUMIITOMIB KaHOUOEMil.

KaHOudo3 causzosux 06010HOK.

- Kangunos poTornoTky: HaBaHTaXxKyBajlbHa f03a cTaHOBUTH 200-400 Mr y mepimuii AeHb,
nigTpuMyBanbHa fo3a - 100-200 mr 1 pa3 Ha moOy. TpuBasicTh JTiKyBaHHS CTAHOBUTH 7-21 meHb (mo
INOCSATHEHHS peMicii), ame Moxke OyTu 30inbineHa A7 HaLli€HTIB i3 TIXKUM iMyHOTeQiIIuTOM.

- Kangunos cTpaBoxony: HaBaHTaXXyBajlbHa [03a cTaHOBUTH 200-400 Mr y mepiiuil feHb,
nigTpuMyBanbHa fo3a - 100-200 mr 1 pa3 Ha moby. TpuBanicTs miKyBaHHS cTaHOBUTL 14-30 OHIB (DO
INOCSATHEHHS peMicii), ame Moxke OyTu 30inbleHa A7 Halli€HTIB i3 TIXKUM iMyHOmeQiITuTOM.

- Kangunypis: pekomeHnnoBaHa fo3a ctaHoBUTh 200-400 mr 1 pa3 Ha moby npoTsirom 7-21 pHiB. [Ins
TALEHTIB i3 TIXKUM iMyHOOe(dilMTOM TPUBAJIICTE JTIKyBaHHS MOXKHA 30iIbIIUTH.

- XpoHiuHuY aTpodiuHMit KAHOUI03: PeKOMEHI0BaHa f103a cTaHOBUTh 50 Mr 1 pa3 Ha o6y mpoTsIroM
14 pwuis.

- XpOHIYHMY KaHAUIO03 LIKipU Ta CIM30BUX 000JIOHOK: peKOMeHI0BaHa f103a cTaHOoBUTh 50-100 Mr
1 pa3 Ha mo0y. TpuBaicTh JTiKyBaHHS CTAHOBUTD IO 28 MHiB, ane Moxe OyTu 30iibIllIeHa 3a/Ie3KHO Bif
TSKKOCTi Ta BULY iH(dek1ii abo 3HMKEHHS IMyHITETY.

ITonepeddceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maromb gucokutl
PU3UK 1020 PO3BUMKY).

- KaHOumos3 poTornoTky, KaHAua03 CTPaBOXOAy: peKoMeHaoBaHa fo3a ctaHoBuTh 100-200 mr 1 pa3
Ha 700y abo 200 Mr 3 pa3u Ha TUXKOEHb. TpHUBaiCTh TiKyBaHHS € HeOOMEXKEHOIO M7 MallieHTiB i3
[IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusa/0t HelumponeHier.

- PexomengoBaHa fio3a craHoBuTh 200-400 Mr 1 pa3 Ha mo6y. JIikyBaHHS CIIifl pO3MOYHXHATH 3a
KiJlbKa [HiB 70 04YiKyBaHOT'0 PO3BUTKY HEUTPOIIEHil Ta IPOIOBKYBATH IIPOTIATOM 7 OHIB micis
TMifBHUINEeHHS KibKoCTi HeliTpodinis moram 1000/mm’.

I'enimaavHi KaHOUuOoO3U.

- F'ocTpuit BariHambHUYM KaHOWI03, KAHOAWIO03HKM OaaHiT: pEKOMEHI0BaHa 03a CTAaHOBUTL 150 Mr
pasoBo.

- JIikyBaHHS Ta mpodilakTUKa peluAuBHUX BariHanbHUX KaHAUO03iB (4 abo Oinblie BUMIAAKiB Ha PiK):
peKoMeHoBaHa fo3a cTaHOBUTH 150 Mr 1 pa3 Ha 3 pgHi. Beworo ciip 3actocyBaTtu 3 no3u (1-i meHs,
4-i meHsb Ta 7-1 geHsb). [licnsa Uboro Ciif 3aCTOCOBYBATH HiATpUMYyBaibHy f03y 150 Mr 1 pa3 Ha
TUXKIEHb MPOTATOM 6 MiCAIIiB.

Hepmamomikosu.

- Miko3 cToI, MiK03 r'afieHbKOl MKipH, TaX0BUM JepMaTOMiK03, KaHAUI03Hi iH(eKIIiil mKipu:



peKoMeHJoBaHa fio3a cTaHoBUTHL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHS MiK03y CTOII MOXe TPUBATU A0 6 TUXKHIB.

- PisnoGapBHUY Nulllaii: peKoMeHAoBaHa qo3a cTaHoBUTh 300-400 mr 1 pa3 Ha TUXKAEHb IPOTITOM
1-3 tuxHiB a6o 50 Mr Ha 7o0y IPOTATOM 2-4 TUKHIB.

- IepmaTodiTHUM OHIXOMIKO3: peKOMeHI0BaHa fio3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIi[l IPOMOBXKYBaTH, IIOKY Ha MiCIli iH(piKOBAHOT0 HIrTS BUPOCTE 30OPOBUN. [[71g BiIpOoCTaHHSA
3[OPOBUX HIT'TiB Ha pyKax Ta Ha BEJIMKUX IaJbLSIX Hir 3a3Bu4ai HeoOXimHO 3-6 MicsIIiB Ta

6-12 micsaniB BigmoBigHo. OfHaK MIBUOKICTH POCTY HITTiB y MallieHTiB Moxe OyTH Pi3HOIO Ta 3anexkaTu
Bif BiKy. Ilicns ycmimHOro nikyBaHHS TPHBaIUX XPOHIUHUX iH(pEKLiXd GpopMa HIrTs iHOAI 3a/IUIIa€ETHCS
3MiHEHOIO.

IHauieHmu aimHb0o20 8IKYV.

o3y HeoOximHO migOupaTy 3aIeXKHO Bifl cTaHy GYHKIiM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeJOoCTaTHICTIO» HUXKYe).

ITauieHmu 3 HUPK0BO HEAOCMAMHIiCmio.

®nykoHa3051-KP BUBOAUTHCA 3 Opra”i3aMy IepeBakHO 3 Cevelo y He3MiHeHoMy Burisani. [Ipu
Pa30BOMY 3aCTOCYBaHHI KOPUTYBaTH 103y (HIIyKOHA30Iy He NmoTpibHo. [TalieHTaM (BKITI0Ya04u AiTel)
i3 IopymeHHAM (QYHKI[iIM HUPOK IIpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIpenapary y
IePILNii JeHb JIiIKyBaHHS CJIifl 3aCTOCOBYBaTHU IT0YaTKOBY 103y 50-400 Mr 3a7eXkHO Biff TOKa3aHHA.
[Ticns uporo no6OBY 03y (3a/1eKHO Bifl TOKA3aHHS) CJIil pO3Pax0BYBATH BiATIOBITHO [0 TaOMHII
HUXYeE:

KripeHc kpeaTuHiHy (MI1/XB) BimcoTok Big peKOMeHI0BaHOl 103U
> 50 100 %

< 50 (6e3 remogmianisy) 50 %

I'emopmiai3 100 % micmsg KOXKHOTO reMofiani3y

[MTamieHTy, siKi nepeOyBalOTh Ha PeTryasIpHOMY remopianisi, moBuHHi orpuMmyBaTt 100 %
PEKOMEH0BAHOI MO3M MiCJIs KOXKHOI0 reMofiianidy. Y neHb, KO Oiali3 He MPOBOAUTLCS, MAIliEHT
IIOBUHEH OTPHUMYBATH 003y, BIOKOPUTOBaHY 3a/IeKHO Bifl KIIipeHCY KpeaTHHIHY.

IlauieHmu 3 nopyweHHAM (PYHKUIU NeyiHkKu.

®nyKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOpyIIeHHAMU QYHKIIiH IeYiHKH,
OCKiNnbKM iH(popMalii momo 3acToCcyBaHHS (IyKOHA30y I1ili KaTeropil maiieHTiB HeIOCTaTHLO (IUB.
po3ginu «Ocob6nuBoCTi 3acTocyBaHHI» Ta «[100iuHi peakii»).

imu.
He cnip nepesulifyBaTé MakcuManbHy f000BYy 703y 400 Mmr.

4K i npu aHanoriyHux iHQEKIiAX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl KIiHI4HOI Ta
MikoJjoriuHol Bigmosigi. ®mykoHa3on-KP 3actocoByBaTu 1 pa3 Ha go0y.

I[lo3yBaHHA Ipenaparty AJd AiTel i3 nopylueHHAM QYHKIIN HUPOK HaBegeHO Yy Po3aii «[lamieHTu 3
HAPKOBOIO HEIOCTaATHICTIO».




dapmakokiHeTHKY (HIIyKOHA30/Iy He JOCIigXKYyBaid y AiTel 3 HUPKOBOIO HEIOCTaTHICTIO.
Ilimu 8ikom 8i0 12 pokis.

3aJIe’XHO Biff MacHu Tisla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHUTH, sIKa J03a Ipenapary (s
mopocnux abo A miTen) € oNTUMAaNbHOIO [AJid NalieHTa. KimiHiuHi faHi cBiguaTh mIpo Te, 110 y AiTeln
KJIipeHC (IyKOHA307y € BULIMM IOPIiBHSHO 3 JopocinuMu. 3actocyBanHs mo3 100, 200 Ta 400 mr
mopocnuM Ta o3 3, 6 Ta 12 mr/kr 1 pa3 Ha 100y OiTSM IPU3BOOUTH 0 JOCSATHEHHS CIIiBCTaBHOI
CHCTEMHOI eKCITO3UIIil.

EdexTuBHicTh Ta 6e3meka 3aCTOCYyBaHHS IIpenapaTy AJid JTiKyBaHHS IeHiTaJTbHUX KaHAUO03IB y OiTen
He BcTaHOB/eHi. HasiBHa Ha maHu# yac iHdopmMatis HaBeneHa y po3mini «[To6iuHi peakmii». AKImo
icHye HaranmbHa nmotpeba 3aCTOCYyBaHHS IIpelaparty mifmiTkaM (BikoM Big 12 mo 17 pokiB), ciin
3aCTOCOBYBaTH 3BUYalHi 003U AJIS JOPOCIIUX.

Ilimu e8ixom 8i0 5 0o 11 pokis.

Kanmumo3u cnu3oBux 0007I0HOK: II0YATKOBA [I03a CTAHOBUTHL 6 MT/KT/0o0y, migTpuMyBaibHa H03a -
3 Mr/kr/mo0y. [TouaTKOBY 03y MOXKHA 3aCTOCOBYBATH Y MEPIIK OeHb 3 METO0 Oi/IbIll IIBUAKOTO
INOCSITHEHHS PiBHOBaXKHOI KOHIIEHTpAIlil.

IHBa3MBHI KaHAMA03M, KPUIITOKOKOBUY MEHIHTIT: [03a IIpenapaTy CTaHOBUTE 6-12 Mr/kr 1 pa3 Ha
no0y 3a1exkHO Bifl CTYIeHS TSIKKOCTi 3aXBOPIOBAHHS.

[TigTpuMyBaibHa Tepamis A NolepefXKeHHs PEeLUOUBY KPUIITOKOKOBOTO MEHIHTITY y [iTeu 3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: [03a IperapaTy CTaHOBUTH 6 MI/KT 1 pa3 Ha 0oOy 3a/ie’XHO Bif
CTYIIEHS TAKKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAUIO3IB ¥ Malli€HTiB 3 iMyHOmeilMTOM: [03a IpenapaTy CTaHOBUTH 3-12 MT/KT
1 pa3 Ha mo0y 3a1eKHO Bifl BUPaKEHOCTI Ta TPUBAJIOCTI iHIYKOBAHOI HEUTPOIeHil (qUB. HO3U OJIs
IOPOCIIHX).

Himu.

3acTOoCOBYBAaTH JIiKapChKUii 3acib y popMi Karcyn it KaTeropii maiieHTiB MoXkKHa TOAi, KOIH HiTH
3maTHi 6e3meYH0 TPOKOBTHYTH KaIICYy, 110 3a3BUYail € MOXKJIMBUM Y Billi Bif 5 POKiB (OUB. po3min
«Croci6 3aCcTOCYBaHHS Ta HO3U»).

Ilepedo3yeaHHsi.

OTpuMaHO NOBIJOMJIEHHS IIPO Ilepefo3yBaHHS (HIYKOHA30JI0M; OHHOYACHO ITOBITOMIISIN IIPO
raslolyHalil Ta TapaHoiganbHy IOBENiHKY.

[Tpu mepero3yBaHHI HEOOXiTHO MPOBECTH CUMIITOMATAYHY MiATPUMYyBaJIbHY TEpalilo Ta y pasi
HeOOXimHOCTI TPOMUTH IITYHOK.

OyKOHA30JI 3HAYHOIO MipPOI0 eKCKPETYETHCA 3 ceuelo; (OopCOBaHUM [iype3 MoXKe NPUCKOPUTHI
BUBeIeHHSA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb PIYKOHA30ITY V
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.



ITo6iuni peakuii.

Hattyacrime (> 1/10) moBigomisinu mpo Taki mobiuHi peakiiii: ronoBHu 6inb, 6iy1b Y yepeBHii
TIOPOXKHUHI, giapes, HynoTa, 67I0BaHHS, MiBUIIIEHHS PiBHA anaHiHaMiHOTpaHcdepas3u (AJIT),
MigBUIEHHS PiBHS acmapTataMiHoTpaHcdepasu (ACT), migBullleHHS PiBHS TykHOI ¢ochaTa3m KPOBi,
BUCUINIAHHS.

II71s1 OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikarrito: myxe
yacTto (= 1/10), gacTo (Bim = 1/100 mo < 1/10), HewacTo (Big = 1/1000 mo < 1/100), pinko

(Bim = 1/10000 mo < 1/1000), oyxe pigko (< 1/10000), yacToTa HeBifoMa (HEMOKIIMBO
OLIIHUTH Ha IIiACTaBi HASIBHUX MAHUX).

3 boky cucmemu Kposi ma AiMpamu4Hoi cucmemu.

HeuacTo: aHeMid.

Pigko: arpaHynouuTo3, TerHKoIeHis, TPOMOOIIUTOIEHisI, HEUTPOIEHis.
3 6oky imyHHOI cucmemu.

Pigko: aHadinmakcis.

MemaboaiyHi ma asimeHmapHi po3aadu.

HeyacTo: 3HUXKEHHS all€TUTY.

Pigko: rinepxosnectepuneMis, TiepTpUriinepuaemis, rinokamiemis.
ITcuxiuHi nopyweHHA.

HeuyacTo: 6@3COHHS, COHIUBICTE.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHUM Oifb.

HewacTo: cymomu, mapecTesis, 3allaMOpOYeHHs, IOPYIIEHHS CMaKy.
Pigxo: Tpemop.

3 6oky opaaHis cayxy ma eecmubyaipHO20 anapamy.

Heuacro: BepTuro.

3 6oky cepus.

Pigko: napokcu3masnbHa IITYHOYKOBA TaxiKaphisa TUIy «IipyeT», MOmoBXeHHd iHTepBany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y YepeBHill TOPOXKHKHI, HYIOTa, miapes, OJII0BaHHS.



HeuacTo: 3amop, AucCIencis, MeTeopu3M, CyXiCTh ¥ POTi.

I'enamobiaiapHi po3aadu.

YacTo: nmigBullleHHS PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), miaBuIilleHHS piBHS
acnaprataMinoTpancdepasu (ACT), migBuileHHS PiBHA IyKHOI ¢hocdaTasu (TUB. PO3Tin

«Oco6MMBOCTI 3aCTOCYBaHHS»).

HeuacTo: xomecTas, JKOBTSIHUIA, MiABUILIEHHS piBHA 0inipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeaTUTH, TenaToleoIsIpHe
ypaxeHHs (OuB. po3min «OcobIUBOCTi 3aCTOCYBaHHS»).

3 6oky wkipu ma niOwKipHOi MKAHUHU.
YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MemuKaMeHTO3HUM AepMaTUT (BKIII0Yalouu ¢GiKCOBaHUN MEIUKAMEHTO3HUU IEePMaTuT),
KPOIIKB’sTHKA, CBepOixXK, MiiBUIlleHe TTOTOBUIiNIEHHS (AUB. po3Hin «OCco6IMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[I:)KOHCOHA, TOCTPUM
reHepasi3oBaHWW eK3aHTeMaTO3HUM IyCTYIb03, eKCPOiaTUBHUYN NEPMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HaOpsK 061Uy ys, amonenis (AuB. po3misn «OcoBIUBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MequkKaMeHTO3Ha peakilis 3 eo3uHodiniero i cucremaumu nposiBamu (DRESS).
3 60Ky ONOpHO-pPYX08020 anapamy ma CnoAY4YHOi MKAHUHU.

Heuacrto: mianris.

3azanvHi po3aadu ma peakuyii y micui 8e0eHHA.

HeuacTo: migBuilieHa BTOMJIIOBaHICTh, He3OyKaHH, aCTeHis, raps4ka.

Himu.

YacToTa Ta xapakTep 06iYHUX peakllii i BigxuieHb Bif HOpMU pe3yyIbTaTiB 1abopaTOPHUX aHaMNi3iB y
XOMi KJTiHIYHUX OOCTIAXKEHb 3 y4acCTIO [iTel CIiBCTaBHI 3 TAKMMU y AOPOCIIUX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS IIPO MiM03pIoBaHi MoOiuHi peakilil micis peecTpatiii TikapchKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4. lle mae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPUHT CIIiBBiIHOIIEHHS MiXK KOPHUCTIO i
pU3MKaMHU, II0B’I3aHUMHU i3 3aCTOCYBaHHSM LILOTO JIIKaPChKOTO 3ac0o0y. MeguyHuX npaliBHUKIB
IIPOCSITH 3BiTyBaTH PO Oymb-siKi mimo3proBaHi moOiyHi peakirii BiAmoBigHO M0 BUMOT MiClIeBOTO
3aKOHOIABCTBA.

Tepmin npudamHocmi. 3 POKH.



YMoBu 30epiranssi.
36epiraté B HEOOCTYIHOMY IJIST OiTEH MicCIIi.

30epiratu B OpuriHaabHiY yIAKOBI IPU TEMIIepaTypi He BUllle 25 °C.

YnakoBka.
Kamcynu mo 50 mr: o 7 a6o mo 10 kancyn y 6mictepi, mo 1 6micTepy y mauiii 3 KapToHy.
Kamncymu mo 100 mr: o 7 a6o mo 10 xancyn y 6ictepi, mo 1 61icTepy y madili 3 KapToHY.

Kamcynu mo 150 mr: mo 1 kancyrmi y 6mictepi, mo 2 a6o 4 6icTepu y maylli 3 KapTOHY.

Kareropis Bigmycky. 3a perenTtom.

BupoOHHUK.

[TPAT «XIMO®APM3ABO]l «<4H4EPBOHA 3IPKA».

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca MicClsi IpoBaJIXKeHHs MOro Tis/IbHOCTI.

Ykpaina, 61010, XapkiBceka 00:1., MicTo XapkKiB, Bynulld ['opaieHkiBcbKa, OyauHOK 1.



IHCTPYKIIA

IJIs1 METUIHOT 0 3aCTOCYBaHHSI JTIKAPCHKOT0 3aC00y

®JIVKOHA3O0JI-KP

(FLUCONAZOL-KR)

CKnao:

ditoua pevosuHa: fluconazole;



1 kamcyna Mictuth priykoHazony 150 mr;

0ONoMIdICHI peyo8uHU: TaKTO3U MOHOTIAPAT, KpoXMaJjlb KYKypPyO3sgHUM, MarHiio cteapaT, KDEMHI0
miokcup KonoigHui 6e3BOMHUM, HATPil0 KPOCKApPME03a;

0600HKa Kancyau: xenaTul, Tutany miokcup (E 171), xinoninoswuit xkoBtu#t (E 104), eputpo3us (E
127).

JIlikapceka ¢opma. Kancymnu.
OcHo8HI (pi3uko-XimMiyHI 8/1acmuBocmi: TBePAi XKelaTUHOBI KaIICYJIX XKOBTOTO KOJIbOPY.

BwmicT karmcyn - mopoiok 6imoro abo Maiixke 6is10r0 KOIHOPY.

dapmakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3aco0u A1l CHCTEMHOTO 3acTocyBaHHS. [loxinHi
Tpuasoiny. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

MexaHi3M mil.

®nyKoHa307 € TPOTUTPHOKOBKAM 3aCO00M KJlacy Tpra3osiB. [IlepBUHHUM MexaHi3MOM HOro fil €
NpUrHideHHs rpubKoBoro 14 anbda-1aHOCTePOI-IeMETUIIOBAHHS, OTI0CEPEOKOBAaHOT0 IUTOXPOMOM
P450, mo € HeBin' eMHUM eTanoM 6i0CUHTE3y IPUOKOBOT0 eprocTepoiy. Akymynsuis 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MTOMAJIbIIO BTPATO €procTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifimoBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®nyKoHa30J € OiNIbIl CEIEKTUBHUM 10
rpubkoBux hepMeHTiB 1uToxpoMy P450, HixXK [0 pi3HUX cucTeM GpepMeHTiB nuToxpoMy P450 ccasiiis.

3acTocyBaHHs QyKoHa307y v mo3i 50 Mr Ha o6y mpoTsaroMm 28 [HiB He BIIJIMBA€E Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
penponyKTuBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha mo0y He MPOSBIIS€E KIiHIYHO 3HAYYLIOTO
BIUIMBY Ha PiBEHb €HOOTEHHUX CTEPOifiB a00 Ha BiATOBiAb Ha CTUMYJISIIIO aipEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

HocmigXeHHSsT B3a€MO{Iii 3 aHTUIIIPHHOM IIPOAEMOHCTPYBAIH, 110 3aCcToCyBaHHA 50 Mr GhIyKOHA301y
pa3o0Bo abo 6araTopa3oBo He BIJIMBAE Ha MeTa00Ii3M aHTUITIPUHY.

YyTnusBicTs in vitro.

®nykoHa307 in vitro EMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 110
BMHMKAIOTh HavacTime (Bkmovawouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
OEMOHCTPY€ LIMPOKUY Oialma3oH YyTIUBOCTI 70 GiyKoHa3omy, Tofi aK C. krusei € mo HbOTO
pe3ucteHTHo. C. glabrata nposBnse 3HUKeHY 4yTAUBICTh 0O QyKoHa3omy, Tohi aK C. krusei i C.
auris CTi¥Ki 70 GpIyKOHA30Iy.

Takox (ykKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH K nmpotu Cryptococcus neoformans Ta



Cryptococcus gattii, Tak i IpoTH eHAeMiYHUX IIicCHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’30K (hapMaKOKIHETUUHUX i hapMaKOONHAMIUHUX BJIaCTUBOCTEH.

BiamoBigHO 10 pe3ysbTaTiB OOCIIIXKEHD Ha TBapUHAaX, ICHYE KOPEJIALia MiX MIHIMaIbHOK
iHri0yr040i0 KOHIIEHTpPaLi€lo Ta e()eKTUBHICTIO IPOTH eKCIIePUMEHTANbHUX MOAesel MiK03iB,
cupuyrHeHux Bugamu Candida. BiinmoBigHO 00 pe3ynbTaTiB KIiHIYHUX OOCIIOXKEHb, iCHy€ JiHiliHa
3anexHicTh Mizk AUC Ta go3oro ¢pinykoHaszony (mpubnusHo 1:1). TakoxK icHye npsMui, ane
HeJ0CTaTHiit 3B’'5130K Mixk AUC ab0 03010 Ta MO3UTUBHOIO K/TiHIYHOIO BigIOBIANIO0 Ha JIiKyBaHHS
Opa/IbHOT0 KaHAKU03y Ta MEHIIIO Mipoio - KaHAuAeMil. AHaJIOTi4YHO NiKyBaHHS iH(eKIii,
CIpUYMHEHUX IMTaMaMy, 10 SKUX (PIyKOHa30Jl AEMOHCTPYE BUCOKY MiHiMaIbHY iHTiIOyI09y
KOHIIEHTPALIif0, € MEHII 3aJ0BITbHUM.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 10 a30JIbHUX
npoTUrpuOKoBUX 3ac00iB. PIyKOHA30JI AEMOHCTPYE BUCOKY MiHiManbHY iHTiOyI049y KOHIIEHTPALIil0
IPOTH ITaMiB rpubis, sAKi MalOTh 0guH abo GinbIlle MexaHi3MiB pe3UCTEHTHOCTI, 1110 HETaTUBHO
BII/IUBA€E Ha e()eKTUBHICTE iN Vivo Ta B KTiHIYHIY nMpaKTULi. [I0BiqOMIANIN IPO BUMIaAKU PO3BUTKY
cynepindexkuii Candida spp., inmumu HiX C. albicans Bugam#, 110 4aCTO € HEYYTIUBUMHU 10
bnykoHasony (Hanpuknag Candida krusei). [1n51 niKyBaHHS TaKUX BUMAOKIB CJIif 3aCTOCOBYBaTHU
anbTepHATHBHI MPOTUTPUOKOBI 3acobu. Bynu moBimoMieHHs npo cynepindexkiil BugamMu Candida,
BigminHuMY Bif C. albicans, siki 4acTo MarTh Biff caMOTo IO4YaTKy 3HUKeHY uyTauBicTs (C.glabrata)
abo crilikicTh no dbnykonasony (Hanpuknan, C. krusei, C. auris). Taki iHdex1il MoxXyTh moTpebyBaTu
aIbTePHATHUBHOI MPOTUTPUOKOBOI TepaIrii.

KoHTponbHI TOYKH (BIOIOBIZHO OO0 PEKOMeHallii EBPONENCHKOT0 KOMITETY 3 OOCHIAXKeHb YYTINBOCTL
0 aHTUMiKPOOHUX 3ac006iB).

Basyrouuncs Ha mocigKeHHI papMaKOKiHETUUHOI/apMaKoguHaMiyHol iHdopMaliil, 9yTIUBOCTI in
vitro Ta KiiHiuHOI Bigmosimi, 6y10 BU3HaYE€HO KOHTPOJIbHI TOYKY AJIST QIIYKOHA30IY MJIS
Mikpooprani3miB pony Candida. Bonu 6ynu po3mofiiieHi Ha KOHTPOJIbHI TOYKHY, 1110 He 0B’ sA3aHi i3
IIeBHUM BUIOM, SKi OinbII0I0 Mipoio BU3HAYaJIKMCS Ha OCHOBI (hapMaKOKiHETUYHOI/
dbapmakoguHaMivHOI iHopMalrii i He 3amexkaTh Biff PO3MOMiNy Ha IMEBHI BUOY 3a MiHiMaIbHOIO
iHri0y104010 KOHIIEHTpALli€l0, Ta Ha KOHTPOJIbHI TOYKHM, MTOB’sI3aHi 3 MEBHUM BUIOM, 110 HalyacTile
acouiTeCd 3 iHpeKkiaMu y moguHu. i KOHTPOIbHI TOYKYM HaBefdeHi HUXKYe.

ITpomuepubkosuli KoHmpoabHi Mouku, nos’s3aHi 3 negHUM 8UOOM KonmpoavHi mouku, He
3acib S</R> noe’A3aHi i3 nesHuUM
Candida Candida Candida Candida Candida eudom”
albicans  glabrata krusei parapsilosis  tropicals S </R >
dnykoHa3o0n 2/4 IE - 2/4 2/4 2/4

S = yyTnusuy;
R pesucrenTHUY;

O - KOHTPOJIbHI TOYKH, 1[0 He TI0B’sI3aHi 3 IEBHUM BHUIOM, SIKi OilbIIOI0 Mipo0 BU3HAYAIUCS Ha
OCHOBI (hapMakKoOKiHeTHYHOI/(papMaKogrHaMiuHOl iH(popMallil i He 3aexkaTh Bifl pO3MOAiNY Ha IeBHi
BUOY 3a MiHiMa/IbHOIO iHTiOYyI049010 KOHIIEHTPAlli€lo. Ix OOCIIiAKYBaJIU JIUIIe ¥ MiKpOOpPraHi3Mis, y
SIKUX He iCHye crenn@iuHoi KOHTPOIbHOI TOYKHY;



-- DOCHiIXKeHHS YyT/IUBOCTi He PEKOMEH/I0OBaHi, OCKiTbKY MaHWM BUI He € METOI0 JIiIKapChbKOI Tepartii;
IE - mokasiB IoJ10 TOTO, YU € JaHWW BUA METOIO JTIKapChKOl Teparril, HeJoCTaTHLO.
dapmaxoKiHemuxka.

dapMaKOKiHETUYHI BTaCTUBOCTI (JIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIIlTHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3omn mobpe BCMOKTYETLCS IIPHU II€POPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpemnapary y maasmi
KpOBi i cuctemMHa GiogocTymHicTh epeBuliyioTh 90 % piBHS HIyKOHA30/y Y My1a3Mi KPOBi, 1110
[OCATa€EThCS IIPU BHYTPIIIHEOBEHHOMY BBe[leHHI npenapaTy. OgHOYacHe BXKUBaHHS 1Ki He BIIJIUBAE
Ha BCMOKTYBaHHS IIpelapary Ipu Horo nepopaabHOMY 3acToCyBaHHi. [TlikoBa KOHI[eHTpallisl y I1a3Mi
KpPOBi focaraeTtscsd yepes 0,5-1,5 roguHu micnsg npuioMy npenapaTy HaTlleceple. KoHIleHTpalis
Ipernapary y Ijla3Mi KpoBi IponopiiiHa Ao fo3u. PiBHoBaxkHa 90 % KOHIIEHTpallid 4OCATaETHCS Ha
4-5 goOy ikyBaHHS IIpellapaToM IIpu 6araTopa3oBoMy 3acTocyBaHHi 1 pa3 Ha moOy. PiBHOBaxkHa
KOHIIeHTpallig Ha piBHI 90 % mocsaraeTbcs Ha OAPYTUM [eHb JIIKyBaHHS IIPU 3aCTOCYBaHHI y IIepIIni
IeHb HaBaHTaXKyBaJIbHOI 103, 1110 BABiUi TepeBUIllye 3BU4aliHy H0O0OBY H03Y.

Po3noopmin.

006’eM po3smnopiny TpubIu3HO NOPIBHIOE 3arabHOMY BMICTY pifuHU B OpraHi3mi. 3B’siI3yBaHHS 3
Oinkamu mira3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi MOCTiAXKyBaHi pifuHU opraHiaMy. PiBeHb QrykoHa305y y ClIuHI Ta
MOKPOTHUHHI € Oi0OHMM [0 KOHIIEHTpallil Ipemapary y Ija3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpubKOBUYM MEHIHTIT, piBeHb (IyKOHA30Jly ¥ CHHHHOMO3KOBIl pifuHi gocsirae 80 % KoHLeHTpallil y
IJ1a3Mi KPOB.

Bucoki KoHLIeHTpallil (IyKoHa30Jy Y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, OCATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi ta noti. ®JIyKOHa30J1 HAKOIIUYYETHCSA Y POroBoMy Iapi. [Tpu
3actocyBaHHi o3u 50 Mr 1 pa3 Ha o0y KOHIIeHTpaMis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MiCJs 3aBepIIEeHHS JIiIKyBaHHSA KOHI[EHTpallid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi fo3u 150 mMr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QpIyKoHA30y Ha 7-

1l IeHb JiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB IicJig 3aCTOCYBaHHS HACTYIIHOI [O3KU
KOHIIEHTpAllid BCe I1e cTaHoBua 7,1 MKr/T.

KonneHnTpanis ¢hayKoHa30i1y B HIrTax micns 4 micaiiB 3actocyBaHHS 150 Mr 1 pa3 Ha TUXK[EHb
craroBuia 4,05 MKI/T y 3M0poBUX H0OPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSIX HIrTiB;
(byKOHa30J1 BU3HAYaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IicIs 3aBepIlIeHHS Teparlil.

BioTrpaHcdopmariis.

®nykoHa301 MeTabomi3yeThCs He3HAYHOIO Mipoto. [Ipu BBefleHHi 103K, MideHOl PagioaKTUBHUMU
izoronamu, nuire 11 % ¢prykoHa307y €eKCKPETYETHCS 3 cedelo y 3MiHeHOMY BUrisafi. ®nykoHa3om €
noMipHuM inri6iTopom izopepmenTtis CYP2C9 ta CYP3A4, a TaKOXK NMOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenenns.

[lepion HaniBBUBeneHHS (GIIyKOHA30Jy 3 Ia3Mu KpoBi cTaHOBUTH O1i3bK0 30 rogus. Binbina



YacTHUHA [IpenapaTy BUBOAUTHCS HUPKaMmu, npudoMmy 80 % BBemeHOI 03U BUSBISETHCS y CEUi B
He3MiHeHOMY cTaHi. KimipeHc (yKoHa30/1y IPONOPLiHNY A0 KIipeHCy KpeaTuHiHy. LIUpKymo0dnx
MeTaboliTiB He BUSBJIEHO.

TpuBanuii nepion HamiBBUBeOEeHH IIpenapaTy 3 IJla3MHU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHA IIpelapaTy [IpY BariHaJIbHOMY KaHOUO031, @ TAKOXK 3aCTOCYBaHHA mpemnapaty 1 pa3 Ha
TUX[EHb IPY IHIINUX TOKa3aHHSAX.

HupkoBa HEIOCTATHICTE.

Y mairieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TSIKKOTO CTYTeHs (IBUAKICTh KIIy60uKOBOI dinbTpatii

< 20 mn/xB) nepion HamiBBUBemeHHS 30inbiyeThes 3 30 roguH go 98 rogun. Tomy I1ifi KaTeropii
nalieHTiB HeoOXigHO 3MEHINUTH 103y QrykKoHa3omy. ®IyKoHa30J BUAANISETHCS IIITXOM IT'eMOofiiai3y,
Ta MEHIIOK MipOI0 - IIJIIXOM iHTpallepuTOHeaIbHOro fgianidy. CeaHc reMofianisy TpUBaJiCTIO 3
TOOUHU 3HUXKYE piBeHb (IYKOHA30Jy Y Ia3Mi KpoBi npubnu3Ho Ha 50 %.

JIakTalrid.

KonnenTpauii ¢pyKoHa30:y y my1a3Mi KpoBi i MaTepUHCHKOMY MOJIOLI BIIPOMOBK 48 roguH micis
npuiioMy ogHopa30Boi fo3u 150 mr npemnapaty ®nykoHa3omn-KP orfiHioBanu B xoxi
(hapMaKOKiHETUYHOTO JOCIiI>KEHHS 3a y4acTIO JeCSATH XKIiHOK y Nepiofi nakTallii, aKi TuM4acoBo abo
IIOCTiMHO MIPUIIMHUIIY TOOYBAaTH CBOIX HEMOBJIAT I'PYOAI0. Y MaTePUHCHKOMY MOJOLI (PIIyKOHA3071
BUSIBUJIU B CepeHil KoHIeHTpallil mpubau3uo 98 % Bix Toi, 1m0 Bin3Havyanu y mia3Mi MaTtepi. Yepes
5,2 TOOWHY MiCNS MPUNOMY J03U CepefqHs MiKOBa KOHLEHTpAIli Y MaTePUHCHKOMY MOJIOII CTaHOBHUJIA
2,61 mr/n. Jo6oBa no3a ¢pnayKoHa30Jly, OTpEMaHa HeMOBIISIM 3 MaTEPHUHCHKOTO MOJIOKA (SKIIIO0
IPUUHSATYU CepeqHE CII0XKKUBaHHS MoJioKa 3a 150 My/Kr/mo0y), po3paxoBaHa Ha OCHOBi cepemHbOl
IiKOBO1 KOHIIEHTpAIlil y Moo, 1m0 mopiBaioe 0,39 Mr/kr/moby, ctaHoBUTh mpubmu3Ho 40 % Bim mos3u,
PEKOMEeHJ0BaHOI HOBOHAPOMXKEHUM (BiKOM < 2 TUXKHIB), a60 13 % Bim mo3u, peKOMeHI0BaHO1
HEMOBJIITAM [JIs JTIKyBaHHS KaHOUOO03Yy CIIM30BUX 000JIOHOK.

iTH.

Hani 3 hapmakoxineTuku 6ynu ouineni y 113 mgite#t mig yac 5 gocifzKeHb: 2 OOCTiAXKEHHS Pa30BOT0
3aCTOCYBaHH4, 2 HOCHiAXKeHHS 6araTopa3oBoro 3aCTOCyBaHHS Ta 1 HOCTioKEeHHSI HeJOHOLIIEHNX
HOBOHapOOKEHUX.

[Ticns BBegeHHS 2-8 Mr/Kr GIyKOHa301y OiTAM BikoM Bif 9 micanis o 15 pokis AUC cTaHOBUTIA
6mu3bk0 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. [licins 6araTopa3oBoro 3aCTOCYBaHHS CepefHil mepion
HalliBBUBEMEeHHS (PIYKOHA30Jy i3 IJTa3MM KPOBi BapitoBaBca Mixk 15 Ta 18 roguHamu; 06’em
po3nopniny ctaroBuB 880 Myi/kr. BinbIn TpuBaIuy Mepiof HaIliBBUBENEHHS 3 I1JIa3MU KPOBI, 110
CTAHOBUB MPuOIN3HO 24 roguHu, OYB IMiC/Is Pa30BOT0 3aCTOCYBaHHS (IYKOHA301y. Llei MoKa3HUK €
CIIBCTaBHUM 3 [IePiOAOM HaliBBUBe#eHHS (IyKOHA30Jy 3 IJIa3MU KPOBI MiC/Ig Pa30BOT0
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIITHbOBEHHO MiTSIM BikoM Bif 11 mHiB mo 11 micsiB. O6’em
PO3MOoMiny y malfieHTiB I11i€l BiKOBOI rpymu CTAHOBUB 0/113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIYKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYEThCSI HapMaKOKiHETHYHUMHU
OOCIIXKeHHsAMY 12 HeIOHOIIEeHUX [iTe i3 TepMiHOM recTariil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIol mo3u cTaHoBUB 24 roguuu (Bim 9 mo 36 roguH); cepenqHs Maca Tina mpu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 mallieHTiB TPOTOKON JOCTimXXEeHHS 010
BUKOHAHO. MakCHMyM 5 BHYTpPIITHbOBEHHUX iH €KIIiN (hITyKOHA30J1y ¥ 4031 6 MI/KT BBOOUIN KOXKHI

72 ropuHu. CepeHiii mepion HaliBBUBeOeHHS CTaHOBUB 74 rogunu (44-185) y mepimuil feHb, MOTIM
3aMmeHmuBCs 10 53 rogus (30-131) Ha 7-i1 meHb Ta mo 47 (27-68) Ha 13- meHb. I1noima mig KpUBOIO



(Mr*rom/mn) cranoBuina 271 (173-385) y nepuuit meHs, 30inpmmnacs oo 490 (292-734) va 7-# neHs,
noTiM 3MeHIunIacs no 360 (167-566) Ha 13-i gerb. O6’eM po3mominy (MJI/KT) CTAHOBUB

1183 (1070-1470) y mepuu#t neHb, 30inbiryBaBcs mo 1184 (510-2130) Ha 7-# meHb Ta [0

1328 (1040-1680) Ha 13-i1 meHb.

[TalieHTH JTITHBOTO BIiKY.

dapmakoKiHEeTHYHE JOCHIIXKEHHS IPOBOOUIN 3 YYacTio 22 MAIi€HTiB (BIKOM Biff 65 poKiB), AKi
3actocoByBanu 50 Mr ¢GykKoHa301y repopaabHo. 10 namieHTiB 0gHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,..x CTaHOBHUIA 1,54 MKI/MI Ta gocAranacs IpoTAroM 1,3 TOOMHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30Iy.
Cepenusa AUC cranosuna 76,4 = 20,3 mxr*ron/mn. CepenHiu nepion HamiBBUBeneHHS 46,2 TOOUHM.
LIi hbapMakoKiHETUYH] TOKA3HUKY € BUIIMMHU ITOPIiBHSIHO 3 aHAJIOTIYHUMU ¥ 300POBUX HOOPOBOJIBIIIB
MOJIOAIIOro BiKy. OmHOYacHe 3aCTOCYBaHHS AlypPEeTUKIB HE Majio 3Ha4yHOro BiiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BifcOTOK (pIIyKOHA30:/y, 110 eKCKPETYBABCS i3 ceuelo y
He3MiHeHOoMY BUrAfi (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC gykoHa3omy (0,124 Mi/XB/KT) y
TallieHTiB 1aHOl BiKOBOI Irpymnu OyIM HUXKYMMU, Hi’K aHAJIOTiuHi MOKA3HUKHU Y MOJIOIINX
no6poBobiliB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUOHO 3a/ieKaTh Bif
IapaMeTpiB QPyHKIi HUPOK.

KriniuHi xapaKTepUCTHKH.
Iloka3anns.

®nykona3o1-KP nmoka3aHuy s MiKyBaHHS TaKuX IpuOKOBUX iH(DEKIIN y mopocnux (IUB. PO3Min
«QapmakoguHaMika»):

- TOCTPUY BariHalbHUN KaHAWA03, KOJIK MiCIleBa Tepallisi He € AOLiIbHOIO;
- KAHOUIOo3HUM O6anaHiT, KoM MiclleBa Tepallisi He € JOIiIbHOIO.

Teparmio npenapatoMm ®nykoHa301-KP MOXHa pO3MOYUHATY 00 OTPUMaHHS Pe3yJIbTaTiB
KyJIbTypaJbHUX Ta iHIINX 1a00paTOPHUX OOCigKeHb; OfHAaK IiC/Is OTPUMaHHS Pe3y/IbTaTiB
[OCTiAXKeHb NPOTUiH(EKUIVHY Tepariio C/Iif CKOPUTYBaTX BigIOBIIHUM YMHOM.

HeoOxigHo GpaTu 0o yBaru odiiifini pekoMeHaail o0 BigIOBiqHOTO 3aCTOCYBaHHS
IPOTUTPUOKOBUX 3aC00iB.

IIpomunoka3saHnus.

- limepuyTnauBicTh 00 GIyKOHA30Y, iHIIMX a30/IbHUX CIONYK abo 10 6ymb-SKOI 3 JOTIOMiKHUX
PEYOBHH IIpenapary, 3a3HadyeHux y po3aini «CKaam».

- OpHOYaCHe 3aCTOCYBaHHS (pIyKOHA30Jy Ta TepdheHafuHy MallieHTaM, sIKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMy JOCHiIXKEHHS
B3aemMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OmHOYacHe 3acTOCyBaHHS (HITYKOHA30JIy Ta iHIINX JIiIKapChKUX 3aco0iB, 110 TTONOBXKYIOTh iHTEpBa
QT Ta meTtabormi3yioThcs 3a mornoMorow ¢pepmenTy CYP3A4 (Hanmpuknaj IM3alpyUay, aCTEMi30ITy,
miMO3uy, XiHIiIMHY Ta epUTPOMIlIuHY) (IuB. po3minu «OcoONMMBOCTI 3aCTOCYBaHHS» i «B3aemofis 3



iHITMMY NTiKapCbKUMM 3aco0aMu Ta iHIII BUOYM B3aEMOiii»).

B3aemodisn 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

HQOTI/IHOKEBBHO CyMiCHe 3aCTOCYBaHHA ﬂ)J’IyKOHa3OHy Ta HUXKYE3a3HaYEeHUX HiKaQCBKI/IX 3aco0iB.

ITuzanpuo: mOBiKOMIJISIN NIPO PO3BUTOK NOOIYHUX peakiiiii 3 00Ky ceplisd, Y TOMY YUCIIi IPO
ITapOKCH3MalbHy IIIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» y Malli€HTiB, SKi 0MHOYACHO 3aCTOCOBYBalA
GbnayKoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIgXKEHHS IPOgeMOHCTPYBAJIo, 1[0 OMHOYaCcHe
3actocyBaHHS 200 Mr ¢rykoHazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 100y TPU3BOIUIIO
[0 3HAYHOI'0 IigBUIIIEHHS PiBHA LU3aNpUAY V IIJIa3Mi KpoBi Ta 40 nomoBXKeHHS iHTepBany QT.
OpHOYacCHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta LX3alpUAy IPOTUIIOKa3aHe (OUB. PO3MOin
«IIpoTunoka3aHHsg»).

TepeHalOuH: yepe3 BUMIAIKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CIPUYNHEHNX I0J0BXEHHAM
inTepBany QTc, y nalieHTiB, gKi 3aCTOCOBYBaIy a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac00U 0LHOYACHO
3 TepdheHaguHOM, Oy/IK MPOBEEH] MOCTiIXKeHHs B3a€MO/Iil ITUX IperapaTiB. Y X0fi 0qHOTO
IOCTiIKEeHHS IIPU 3aCTOCYBaHHi ¢iyKoHa3omy B f03i 200 Mr Ha o0y He OyJI0 BUSBIEHO IOJOBXKEHHS
intepBany QTc. [HIIe gocnifKeHHT IPU 3acTOCyBaHHI (IyKoHa301y B go3ax 400 mr ta 800 Mr Ha
no0y IpoaeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHSA QyKoHa30iy B fo3ax 400 Mr Ha moOy abo Bullle 3HAYHO
IigBUIY€E PiBeHb TepPeHaAuHy y IIJIa3Mi KPOBi IIPK OMHOYACHOMY 3aCTOCYBaHHI IIUX IIpenaparib.
CywMicHe 3acTocyBaHHS (prTyKoHa301y B fo3ax 400 mMr abo Buille 3 TepdheHaAHOM IIPOTUIIOKa3aHe
(muB. po3min «[TporunokasanHs»). [Ipu 3acTocyBanHi GykoHa301my B o3ax Hux4de 400 Mr Ha 100y
OJHOYaCHO 3 TepheHaguHOM CIIifl TPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30/1y Ta aCTEMi30JIy MOXKe 3MEHIINTH KITipeHC
actemizony. CupuunHeHe KM IiABUINEHHS KOHLIEHTpAallil aCTeMi30JTy y IIJla3Mi KPOBi MoXKe
IIPU3BECTH [0 NTOA0BKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIJTYHOYKOBOI TaxikKappil Tumy «mipyer». OgHO4YacHe 3aCTOCYyBaHHS (IYKOHA30JIy Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHSD»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30y Ta mimMo3ugy abo XiHiguHy MoxkKe
IPU3BOOUTH [I0 IPUTHIYEHHST MeTa0oi3My miMo3uay a0o XiHiguHYy, Xo4a BiIIIOBIgHUX [OCTiOXKEHb in
vitro Ta in vivo He mpoBom¥IH. ITimBUIIIEHHS KOHIIEHTpalii miMo3umy a0o XiHiguHy y mIa3Mi KpoBi
MOXKe CIpUYUHATU NONOBXKeHHA iHTepBany QT Ta B pigKiCHUX BUIaAKaX IPU3BOOUTHU 0O PO3BUTKY
IIapoOKCHU3MaJlbHOI LITYHOYKOBOI Taxikaphil TUMy «mipyeT». OgqHO4YacHe 3aCTOCYBaHHS (DIIYKOHA30IIY
Ta MiMo3uny abo XiHifWHY ITpoTUlioKasaHe (IUB. po3ain «[IpoTHUIIOKa3aHHI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMILIMHY Ta (HIIYyKOHA30JIy MOXKe IIPU3BOJUTH 10
MigBUIIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHd iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXiKappis TUIY «IipyeT») Ta, sIK HACMigoK, 4O PalToBOl CEPIIEBOI CMEPTi.
3acTtocyBaHHS KoMOiHallil ITUX JTiKapCchKUX 3aCc00iB IpOTUIIOKa3aHe (OuB. po3mdin «IIpoTumnoka3aHHsg»).

He PEKOMEHIOYETHECA OOHOYACHE 3aCTOCYBAHHA QhﬂyKOHa3OJ'Iy Td HUXKYE3da3Ha49YEeHUX HiKaQCbKI/IX

3aco0iB.

T'anoppanmpuH: GryKoHa307I MOXKe CIPUUNHUTY IiABUIIEHHS KOHI[EHTpallil ranodaHTPuHy y mi1a3Mi
KpOBi 3a paxyHOK npurHiyenuss CYP3A4. OgHoyacHe 3aCTOCYBaHHS KX JIiIKapChKUX 3aC06iB MOXKe
IPU3BONUTHU [0 MiBUILIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (momoBxkeHHS iHTepBany QT,
IapoKcHu3MalibHa IITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, [0 PalnToBOl CepleBol
cMepri. Crtig yHUKATH 3aCTOCYyBaHHS KOMOiHaIlil X TiKapchkux 3acobiB (auB. po3min «Ocob6nuBocTi



3aCTOCYBaHHS»).

CywMicHe 3acTocyBaHHS QIYKOHA30/Iy Ta HUXKYe3a3HAYEHUX JIIKaPChKUX 3ac06iB BUMarae
00epeKHOCTI.

AMiodapoH: ogHOYacCHEe 3aCTOCYBaHHS (JIyKOHA30Jy 3 aMiofapoOHOM MOXKe IIPU3BECTH 10
nogoBxkeHHs iHTepBany QT. ®mykoHa3on ciig 3 06epeXkHiCTIO 3aCTOCOBYBATH Pa30M 3 aMiogapoHOM,
0co0/IMBO Y pa3i mpu3HauYeHHs BUCOKOI 03u ¢yKoHasoiy (800 mr).

CyMicHe 3acTocyBaHHA (OIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3ac00iB BUMarae
00epeKHOCTi Ta KOPUTYBAHHS HO3H.

- Bnaue iHwux snikapcvKux 3acobis Ha ¢pa1yKoHA30.1.

HocnigXKeHHs B3aeMOIil IPOAEMOHCTPYBaH, 10 IepopasibHe 3aCTOCYBaHHA (BIYKOHA30Iy
OOHOYACHO 3 BXKUBAHHIM 1XKi, TPUIOMOM IIUMETUONHY, aHTAUXAIB a0 OfanbIIuM ONTPOMiHEHHSIM
yChOTO TiNla [j1sl lepecafkKy KiCTKOBOT'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[Oro BIJIUBY Ha abcopOiiiio
bmyKoHa301y.

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIYKOHA30Jy Ta pU(aMITiuHy IPU3BOAUIIO [0 3HUXKEHHSI
AUC Ha 25 % Ta CKOpo4yBaJo Iepiof HamiBBUBeAeHHS (payKoHa3omy Ha 20 %. ToMy A7 mallieHTiB,
SIKi 3aCTOCOBYIOTh pU(aMIIiIKH, CIIiJ PO3TISHYTH HOLIIBHICTh NiABUIIEHHS T03U (PIyKOHA30IY.

I'idpoxs1opomia3ud: y mochifxkeHHi papMaKOKiHeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHA TiAPOXJIOPOTia3uAy 340POBUM L0OPOBOIBLAM, IKi OTPUMyBaln (BIyKoHA3017,
IIiIBUIIyBaJI0 KOHLEHTPalio $hayKoHa3o0iy y mw1a3Mi Kposi Ha 40 %. Taki mapaMeTpy B3aeMOfil He
BUMAaraoTh 3MiH y pexXuMi f03yBaHHS (IyKOHA30I1y [AJIs NallieHTiB, IKi 0IHOYaCHO OTPUMYIOTh
cedoriHHi 3aco0u.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3on € noMmipHuM iHriditopom muroxpomy P450 (CYP) isodepmenTy 2C9 ta 3A4. dnyKoHa301
€ TIOTYyKHUM iHri6iTopoM i3odepmenty CYP2C19. Ha nogaTok [0 CIOCTepeXkyBaHUX/MOKYMEHTAIEHO
MigTBepPAXKEeHUX B3a€EMOiH, 10 ONMKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHi 3 (HJIyKOHA30/I0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIliM iHIIKMX CIIOJNYK, 110 MeTaboTi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TakKi KoMOiHallii mpenapaTiB ciif 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTebHO CIIOCTepiraT 3a CTaHOM MallieHTiB. [IpurHiyyBaibHa
mist prryKoHa30/1y Ha pepMeHTH 30epiraeTbcs IpoTsaroM 4-5 fid micis Woro 3aCTOCYBaHHS y 3B'S3KY 3
J10TO TPUBAJIUM [1epPiofoM HaliBBUBEAEHHS (OUB. po3min «IIpoTUIIOKa3aHHSI»).

Ab(heHmawia: g 4ac 0OGHOYACHOTO 3aCTOCYBaHHS anbdeHTaHiny B m03i 20 MKT/KT Ta (pIyKOHA30JTy
B 103i 400 Mr 3mopoBUM HOOPOBOJIBIISIM CIIOCTepPiranocs aBokpatHe 36inbinenHs AUC,,, MOXKIIMBO
yepe3 inrioyBanasa CYP3A4. Moxe OyTu HeoOXigHUM KOPUTYBaHHS 03U anbheHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IIOCUJIIOE [if0 aMIiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PexoMeHOy€eThCSI BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPUITHIIIHY Ha TOYaTKY
KOoMOiHOBaHOI Teparrii Ta yepe3 1 TuXOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH HO3Y
aMITPUIITUIiHY/HOPTPULITUIIIHY .

Am¢pomepuuuH B: ogHOYaCcHe 3aCTOCyBaHHS (HIIYyKOHA30/1y Ta ampoTepulnHy B iHpikoBaHUM MUIlam
i3 HOpMa/IbHUM iMyHITETOM Ta iH(}IKOBaHUM MHUIIAM 3i 3HUKEHUM iIMyHITETOM Jaso TakKi pe3y/lbTaTu:
HEBEJIUKUHN aguTHBHUM MTPOTUTPUOKOBUY epeKT npu cucteMHil indexuii C. albicans, BifCyTHICTB
B3a€EMOJil IpH BHYTpIllIHbOUepenHil iHdekIrii Cryptococcus neoformans Ta aHTaroHi3M OBOX



IpelnapariB Ipu CUCTeMHiN iHeKIii Aspergillus fumigatus. KniniuHe 3HaYeHHS pe3y/bTaTiB,
OTPUMAaHUX V XO[i IMUX AOCIIiXKeHb, HEBiTOME.

AHmMukoazcyaaHmMu: SK i Ipu 3aCTOCYBaHHI iHINX a30/IbHUX IPOTUTPHUOKOBUX 3aC00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papruHy IMOBIJOMIISIIU IIPO BUIAOKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FreMaTypil Ta MEJeHHU) y
NIOEIHAHHI 3 TOJJOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. IIpu ogHOYacHOMY 3aCTOCyBaHHI (PIyKoHA30Iy
Ta BapbapuHy CIocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, iMOBIipHO, BHACIIIIOK
npurHideHHs MeTabosiaMy Baphapuny depe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
TPOTPOMOIHOBUY Yac y MallieHTiB, SKi 0MHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYIAHTH ab0
inmamemioHn. Moxe OyTu HeOOXiTHOI KOPEKIIis 03K aHTUKOATyISHTA.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HauyeHHs PIIYKOHA30/Iy
IiCJIs TepopaIbHOT0 3aCTOCYBaHHS Mifa3ojamMy MPU3BOAUIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Miga3ojaMy Ta 4O MMOCUJIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30y B
no3i 200 Mr Ta Miga3onaMmy B [03i 7,5 MI IlepopanbHO Ipu3Boauso fo migsuiieHHs AUC Ta nepiomy
HalliBBUBEJEeHHS Mifla3onaMy y 3,7 Ta 2,2 pa3a BigmoBifHO. 3acTOCyBaHHSA (IyKOHA30Jy B 031

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy epopaibHO Ipu3Boauo po nigsumerHs AUC Ta nepiogy
HalliBBUBEJEeHHS Tpua3onamy y 4,4 ta 2,3 pa3a BignosigHo. [Ipu 0gHOYaCHOMY 3aCTOCYyBaHHI
(bTyKOHa30I1y Ta Tpra3ojlaMy CIOCTepiraaocs MOTEHIIOBaHHS Ta MIPOJIOHTalis edeKTiB TpHa3oiaMy.
K110 mauieHTy, IKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO IPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 403y OCTaHHIX CJIifi 3SMEHIIIUTH Ta BCTAHOBUTH HaJleKHUM HaTJIAL 3a
CTAQHOM IIallieHTa.

KapbamaseniH: GinykKoHa30I IPUTHiYye MeTa0o01i3M KapOaMaseriny Ta CIPUYUHSIE MiIBUIIEHHS
piBHa KapOaMaseniny B cupoBaTii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBaHHS 03K KapOaMaseliHy 3a7eXHO Bif PiBHS KOTO
KOHIIEHTpAllil Ta [il mpemapary.

Biaoxamopu kanvuiegux KaHasie: OesiKi aHTaroOHICTU Kanblilo (HihpegumiH, icpagumid, aMJIOOUIIH Ta
dbenonumin) MmetabomnizyoThcst pepmernToMm CYP3A4. ®nyKoHA30IT MOTEHIIHHO MOXKe IiIBUILITYBATH
CHCTEMHY eKCII03HIIit0 OI0KaTOPiB KaIbIlieBUX KaHalliB. PeKOMeHIOBaHUY PeTEeNbHUN MOHITOPUHT
010 PO3BUTKY IOOIYHUX peakIliii.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (ykoHa3omy (200 mr Ha fo0y) Ta 1e/IeKOKCuby

(200 mr) C,,,Ta AUC nenexokcuby mippuiityBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI 1eieKoKcuOy Ta GrryKoHa301y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U I1eJIeKOKCHOY
BOBIYi.

Lukaogocpamio: ogHOYaCHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOOUTH 0
nigBUINeHHs piBHS OinipyOiHy Ta KpeaTUHIHY B cupoBaTiii KpoBi. 1li mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKalouu Ha PU3UK IiIBUILIEHHS KOHIeHTpallil 6inipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

deHmaHi: TOBIOMIISIIIM TTPO OOUH JIEeTAIbHUY BUMA0K iHTOKCHKAIIii PeHTaHiToM BHACITIOOK
MOKJIMBOI B3aeMopil peHTaHiny Ta payKoHa3omy. [Jo TOTo XK, ¥ OOCTiAXKeHHi 3 y4acTiO 3I0POBUX
moOpOBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (GPJIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB €JIiMiHalli0
benTaHinmy. [ligBuleHHS KOHLEHTPaLil GeHTaHiTy MOXe IPU3BECTH [0 IPUTHIYEHHS OIUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXimHOI KOpPeKIlis mo3u GeHTaHiy.

IHeibimopu I'MI-KoA-pedykma3su: cyMicHe 3aCTOCyBaHHS (GIyKOHA301y Ta iHTibiTopiB
I'MT-KoA-penykTasu, 110 MmetabonisyioTscst CYP3A4 (aTopBacTaTHH Ta CUMBaACTaTuH), abo iHribiTopiB



I'MT-KoA-penykrasy, 1o MetabonisyioTtscst CYP2C9 (dnyBacTaTus), MigBUIIyE PU3UK PO3BUTKY
miomartii Ta pabmomionizy. ¥V pa3i HeoOXimHOCTI OAHOYACHOTO 3aCTOCYBaHHS IUX MpemapaTiB CIifg
PEeTebHO CIIOCTePiraTy 3a MallieHTOM LI0JI0 BUHUKHEHHS CUMIITOMIB MiomaTii Ta pabmomioiay i
IIPOBOOUTY MOHITOPHHT PiBHS KpeaTHHKIHA3HU. Y pa3i 3HAYHOTO HigBUINEHHS PiBHS KpeaTHUHKiIHA3Y, a
TaKOXK IIPU AiarHOCTYBaHHi a0o migo3pi Ha MiomaTiio/pabmomioniia 3acTocyBaHHs iHTiOiTOpPiB [MTI-
KoA-penykTtasu Ciif IpUIAHUTH.

Osanapub: nomipHi inribitopu CYP3A4, Taki sk pmykoHa3071, 36iMbLUIyIOTE 11a3MOBi KOHIIEHTPAIIil
ornanapu0y; iX omHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKII0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IpUiioM onanapuby o6MexyoTh go3amu 200 Mr aBivi Ha [00y.

ImyHocynpecopu (Hanpukaad YuK/A0CNOPUH, e8epoaiMyc, CupoaiMyC i makpoaimyc).

HuxkaocnopuH: GIyKOHA30J1 3HAYHO MifBuInye KoHleHTpauio Ta AUC nuknocnopuny. [Ipu
OJIHOYACHOMY 3aCTOCYBaHHI pnykoHa3omy B mo3i 200 Mr/go0y Ta UMKIIOCIIOPHHY B 003i 2,7 MI/Kr/mooy
cnoctepiranocs 36ineimennss AUC nukiocnopuny B 1,8 pa3a. Lli mpenapaTté MoXHa 3aCTOCOBYBaTH
OJHOYaCHO 3a YMOBHY 3MeHIIIeHHS NO3U IUKIOCIOPUHY 3a7eKHO Biff 10T0 KOHIIEHTPallil.

Esepoaimyc: X04a [OCTIOXKEHb in Vitro Ta in vivo He TPOBOAUIIH, BiOMO, I10 (PIIyKOHA30JI MOXKE
MigBUIYBAaTH KOHIIEHTPALIi0 €BEPOJIIMYyCy B CUPOBaTLi KpoBi yepe3 npurHidvenss CYP3A4.

Cuposimyc: GIyKoHA30J MigBUIIY€E KOHIIEHTPAlli0 CUPOIIMYCY y I1a3Mi KPOBi, iMOBIpHO, IUISIXOM
npurHiyeHHs Metaboniamy cuposimycy dbepmentoMm CYP3A4 ta P-rnikonporeinoM. Li mpemapartu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBY KOPUT'YBaHHS JO3U CHPOJIIMYCY 3a71€XKHO Bifl piBHSI
KOHIIeHTpaIllil Ta eeKTiB Impemnapary.

Taxpoaimyc: GIyKoHA30/ MOXKe MigBUIIYBATH KOHIIEHTPAIlil TaKpPOJIiMyCy B CHPOBATIIi KPOBi 0

5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kuineyHuKky. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIiMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMaKoKiHeTHKU. [lifBuUIeH] piBHI TAaKPOJIIMyCy aCOIiI0I0TECS 3
He(pPOTOKCUYHICTIO. [103y TaKPOJiMyCy AJISI IEPOPAIbHOT0 3aCTOCYBAHHS CIIiJ 3HUKYBATH 3aJIe3KHO
BiJl KOHIIEHTpAIlil TAKPOJIIMyCy.

Jlozapman: pryKoHa30/1 IPUTHiYYy€e MeTabo01i3M J103apTaHy [0 Moro akTuBHOro MeTabosity (E-31 74),
110 3yMOBJIIOE OiTbIIY YaCTUHY aHTAroHi3My [0 pelenTopiB aHrioTeH3uny Il mig yac 3acToCcyBaHHS
Jl03apTaHy. PeKOMeHI0BaHO 3iMICHIOBATH IIOCTIMHUI MOHITOPUHT apTepiabHOTO TUCKY Yy Malli€HTiB.

MemadoH: GnyKoHa30J MOXKe MifBUIyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [Tpu
OHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIIyKOHa30/1y Moxke O0yTH HeoOXimHMM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 (PIIyKOHa30JI0M
C,.x Ta AUC dnypbinpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAMoOBigHO MOPIBHSIHO 3 BiOMOBiAHUMMU
IIOKa3HUKaMHU IPU 3aCTOCYBaHHi Tinbku ypbinmpodery. AHanIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHI (rykKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC hapmakoiorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBuuryBanucs Ha 15 % Ta 82 % BifmoBifHO, MOPiBHSHO 3
TAKMMHU ITOKAa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro i0ympodeny.

Xoua creliaabHUX JOCTiAXKEeHb He TPOBOAUIH, (PIIYKOHA30JT MOXKE IMiJBUIIyBaTH CUCTEMHY
ekcro3utrito inmux HII3II, mo metabomnizytotbcst CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKnodeHaky). PeKOMeHI0BaHO MEPIOJUYHO 3[iiCHIOBATH MOHITOPUHT IMOOIYHUX
peaxliiii Ta TOKCUYHUX IPOsABiB, 0B 13aHuX i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS NO3U



HIT3II.

®eHimoiH: HIyKOHA30I NPUTHiYye MeTabomi3M ¢GeHiToiny y nedini. OqHoyacHe 6araTopa3oBe
3actocyBaHHS 200 MT driykoHa30my Ta 250 Mr ¢GeHiTOIHY BHYTPIIIHHOBEHHO NIPU3BOAUTE 10
nigsuiierHs AUC,, denitoiny Ha 75 % Ta C,,, Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChbKUX 3aco0iB CIIifl MPOBOOUTH MOHITOPHHT KOHIIEHTpallii (eHiTOIHy B CUPOBATIIi KPOBIi A
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOoIHy.

ITpedHi30H: IOBIMOMIISANN TIPO BUIIQMIOK, KOJIK V TallieHTa IIicyIsd TpaHCIJIaHTallil Me4YiHKY Ha Tl
3aCTOCYBaHHS IPeHi30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA ITiC/ISI MPUIMHEHHS TPUMICSIYHOTr0 Kypcy Tepatnil hpaykoHa30m0M. [IpunuHeHHsS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 110 pu3Beno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Ciuifl peTelbHO CTEXUTH 3a NalliEeHTaMH, SKi IPOTIToM
TPUBAJIOTO YaCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IOTepeakKeHHS
PO3BUTKY HEJOCTATHOCTi KOPX HaJIHUPKOBUX 3aJ103 IiC/Isl MPUNMHEHHS 3aCTOCYBaHHS (PIIyKOHA30IY.

PugabymuH: GpryKoHa301 MiABUIIYE KOHIIEHTPAIii0 prdabyTHHY B CHPOBATII KPOBi, IO IIPU3BOAUTD
no 30inpuieHHs AUC pudabytuny mo 80 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pudabyTuHy NOBITOMIISAIN IIPO BUIAKU PO3BUTKY yBeiTy. IIpu 3acTocyBanHi Takol KoMbiHaIil
nmikapchKkux 3aco06iB cif 6paTu g0 yBaru CUMIITOMY TOKCUYHOI Aiii pudabyTuny.

CaxksiHasip: dnykonason migsuiye AUC ta C,,, cakBiHaBipy nmpu0mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepes NpUTHiueHHS MeTabomi3My cakBiHaBipy y nedinii ¢pepmenToM CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikompoTeiny. B3aemopil Mixk (hIyKoHa30/10M Ta CaKBiHaBipOM/pUTOHABIpOM He OOCIigKYyBaH,
TOMY BOHUM MOXKYTb OyTH OiNbll BUpaxkeHUMU. Moxe 0yTH He0OXiZHMM KOPUTYBaHHS [T03U
CakBiHaBIpY.

IToxiOHi cynbhoHiNCeH08UHU: TIPU OOHOYACHOMY 3aCTOCYBaHHi (TyKOHA30JI IPOJIOHTYE TEPion
HalliBBUBEMIEHHS MEePOPaIbHUX MOXIAHUX CYTbGOHIICEYOBUHY (XJIOpIIponaminy, rinibeHKnaminy,
raimizumy Ta TonbyTaMiny) IpH iX 3aCTOCYBaHHI 3HOPOBUM HOOPOBOJBLSM. PeKOMEHIYETHCS
IIPOBOJUTH YaCTHU KOHTPOJIb IYKPY B KPOBI Ta BiANOBITHUM YHHOM 3HMKYBaTHU HO3Y MOXiTHUX
CyNnb(OHIZICEUOBUHU IIPU OOHOYACHOMY 3aCTOCYBaHHI 3 (HJIyKOHA30JI0M.

TeoiniH: y inane60-KOHTPOIHOBAaHOMY [OCTiIXKEHH] B3a€MOIii ITpernapaTiB 3aCTOCYBaHHS
¢bnykoHazoiny mo 200 mr npoTsaroM 14 gHIB NpuU3BeNOo 40 3HUKEHHS CEPEeIHBOr0 KIIipeHCY Teoiminy
y mna3Mmi KpoBi Ha 18 %. 3a malrieHTaMu, SIKi 3aCTOCOBYIOTh TeO(iliH y BUCOKUX 103ax ab0 SKi MaloTh
IiABUIIEHNY PU3UK PO3BUTKY TOKCUYHUX NIPOSABIB TeOQIIIHY 3 iHINX IPUYUH, CIIil BCTAHOBUTHU
HarJIsA[ 00 BUSBIIEHHS 03HAK PO3BUTKY TOKCHUYHOI Oil Teodininy. Teparmito ciif 3MiHUTH P MOSABI
03HaK TOKCAYHOCTI.

TogpauyumuHi6: BrauB ToPaIlUTHHIOY 3pOCTa€ MPYU OMHOYACHOMY 3aCTOCYBaHHI 3 JiKapChKUMU
3acobaMu, IKi MpuU3BOOATH [0 oMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioysanus CYP2C19
(Hanpuknag gnykoHa3on). ToMy peKOMeHI0BaHO 3MEHIIUTH 03y ToOPaluTHHIOY 0o 5 MI OOUH pa3 Ha
no0y B KOMOiHalligX 3 I[UMU IIpernapaTaMu.

AsKanoiou 6apeiHKy: X04a BiTIOBIMHUX MOCIiAKEHb He TPOBOAUIIH, (IIYKOHA30JI, iMOBipHO, Yepe3
inribyBanHs CYP3A4, MoXe COPUYUHSATY MigBUIEHHS KOHIIEHTPAIlil ajkasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampuKIIaf BIHKPUCTUHY Ta BiHOJIACTHUHY), 110 IPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
edexTis.

BimamiH A: IOBiZOMJISINIH, 110 V MallieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa opMa BiTaminy A) Ta GIIyKOHA30J1, ciocTepiranucs mobiyHi peakiii 3 60Ky 11eHTpalIbHOI



HepBoBoi cuctemu (LJHC) y popmi mceBmoTyMOpy IrOJIOBHOTO MO3KY; OaHUM e(heKT 3HUK IIiCIIs BigMiHM
dnykonasony. Li mikapchki 3aco01 MOKHa 3aCTOCOBYBATH OMHOYACHO, aJie CIlif ImaM’ATaTu IIpo
PU3KK BUHUKHEHHS Mo0iuHuX peakuin 3 6oky LTHC.

BopukoHa3zos (iHeibimop CYP2C9, CYP2C19 ta CYP3A4): omHOYaCHe 3aCTOCYBaHHSI BOPUKOHA30TY
nepopanbHo (1o 400 Mr koxHi 12 rogus npoTtsaroMm 1 gHs, motiM mo 200 Mr KoxHi 12 rogux
IpoTATroM 2,5 OHS) Ta GpuyKoHa3omy nepopanbio (400 Mr y nepinui geHs, noTiM mo 200 Mr KoxkHi
24 roguHu MPOTATOM 4 OHIB) 8 3MOPOBUM JOOPOBOJIBIIIM YOJIOBIYOI CTATI MPU3BEIO M0 HiABUINEHHS
C,.xTa AUC, BopuKOHa301y B cepegHboMy 10 57 % (90 % [IOI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 mpU3BOOUTDL 3HUXKEHHS NO3U Ta/a00 4acTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 QIyKoHa30Jy 00 YCyHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30ITY
micysa QIyKOHa30JTy CIIif IPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyoduH: dnykorazon nigsumye C,.. Ta AUC 3ugoBynuny Ha 84 % Tta 74 % BiAmoBifHO, 110
3YMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UOO0BYAUHY NpUOIU3HO Ha 45 % Ipu HOoro epopaibHOMY
3acTocyBaHHi. [Iepion HamiBBUBENEHHS 3UNOBYAUHY OYB TaK0XK MOOBXKeHUM MpruOnu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GIyKoHa30Iy Ta 3WJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMm0OiHalliio TiKapCchKuxX 3aco0iB, CJIifl CIIOCTepiraTy IOA0 PO3BUTKY MOOIYHUX peakKilii,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UOOBYIUHY. MOXKHa PO3TISHYTU OOUIBHICTS 3HUKEHHS N03U
3UOBYLUHY.

A3umpoMiluH: y XOIi BITKPUTOTO PaHAOMi30BaHOT'0 TPUCTOPOHHLOTO ITIEPEXPECHOTO [OCTIIXKEHHS, B
SIKOMY B3$1JIM y49acTh 18 3M0poBuUX HOOPOBOJIBLIIB, OIiHIOBAJK BIIJIUB a3UTPOMIIIMHY Ta (PIIYKOHA30ITY
Ha (hapMaKOKiHETHKY OfMH OJHOIO IIPH 1X OMHOYAaCHOMY IIepOpabHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBigHO. 2KOOHUX 3HAYYLIUX papMaKOKiHETUYHUX B3aEMOJiM BUSBIEHO
He OyJo.

ITepopanvHi KOHMpayenmueu: TPOBOTUIH 2 papMaKOKiHETUUHUX OOCHiIKeHHs 6araTopa3oBoro
3acTocyBaHHS (DITyKOHA30/1y Ta KOMOIHOBAHOTO ITepPOpasibHOr0 KOHTpalenTusa. [Ipu 3acTocyBaHHi
byKoHa301y B mo3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He Oyy10, TOMi SIK IIPYU 3aCTOCYBaHHI
bnykonazony B mo3i 200 mMr Ha mo6y croctepiranocs 30inbuienast AUC etuHinecTpamiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30IYy Y
3a3HaYEHUX [103axX HaBPsJ YU MOXKe BIIJIUBATH Ha e(peKTHUBHICTh KOMOIHOBAHOTO IIEPOPAIbHOTO
KOHTpaLleNITUBA.

Isakagpmop: cynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, MifCUIII0OBaYeM MYKOBICIIMAO3HOTO
TPaHCMeMOPaHHOTO PETYJISTOPa IPOBIHOCTI, MiABUILYE eKCII03uIlil0 iBakadTOpy B 3 pa3y, a
rinpokcumeTtuniBakadtopy (M1) - B 1,9 pa3za. [In1g namieHTiB, SKi 0IHOYACHO 3aCTOCOBYIOTh IOMipHi
inribiTopu CYP3A, Taki gk QryKoHa301 i epUTPOMILIMH, PEKOMEHYETHCS 3HUKEHHS N03U iBakahTOpy
mo 150 mr 1 pa3 Ha fmo0y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Kanou0o3. JocmigKeHHS MMOKa3alyd 3p0CTalvy IOMKUPEHiCTh iHGeKi, BUKIUKaHUX iHIIIMY BUOAMHU
Candida, kpim C.albicans. Bouu 4yacTo 3a CBO€I0 Mpuponoio CTikki (Hanpukinag, C. krusei i C. auris)
abo JeMOHCTPYIOTh 3HUKEHY YyTIUBICTh 0 ¢nykKoHasony (C. glabrata). Taki iHdeKIil MOXKYTb
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOIL Tepatil yepe3 HeePeKTUBHICTh JIiKyBaHHSA. TaKuM
YUHOM, JliKapi peKOMEeHyI0Th IPUMMATH [0 YBaru MOMUPEHICTh CTIKKOCTI 10 (IyKOHA30Jy y Pi3HUX
BuniB Candida.



Hepmamocgimis. BigmoBigHO J0 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30Jy AJS JTiKyBaHHS gepMaTodiTil
y miteH, GIyKoHa30/1 He MepPeBUIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3arabHUM ITOKa3HUK
eexTuBHOCTI cTaHOBUTH MeHIe 20 %. Tomy ®nykora3on-KP He crif 3acTocoByBaTH OJ1d JIiKyBaHHS
nepmaToiTil.

Kpunmoxkoko3s. [Ioka3iB eeKTUBHOCTI (HhITyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JIOKaJIi3aliil (Halnpukiaf JIereHeBoro KpUITOKOKO3Yy Ta KPUIITOKOKO3Y IIKipH) HeTOCTaTHbO, TOMY
PEeKOMeHpalliil O[O0 J030BOr0 PEXXKUMY [JIS JIIKyBaHHS TAaKHWX 3aXBOPIOBaHb HEMAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA307y [JIs JTiKyBaHHS iHIINX hopM
eHJIeMiYHMX MiK03iB, TaKUX SK IapaKOKIHUIi0iqoMiK03, TicToma3Mo3 Ta MKipHO-TiMpaTuIHuN
CIIOPOTPUX03, HEJOCTAaTHHO, TOMY PEKOMEHAIN 00 J030BOT0 PeXKUMY AJ1s TiIKyBaHHS TaKUX
3aXBOpPIOBaHb HEMaAE.

Hupxkosa cucmema. T1anieHTaM i3 mopymeHHAM QYHKIII HUPOK IIpemapar CJliJ 3aCTOCOBYBaTH 3
obepexkHicTiO (OuB. po3min «Cmocib 3aCTOCyBaHHS Ta JO3U»).

Hedocmamuicmb HaOHUpkKosux 3as03. KeTOKOHa30, SIK BiloMO, CIIPUYUNHSIE HEAOCTATHICTD
HaTHUPKOBUX 3aJ103, i Ile TAKOK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITAETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'g3aHa 3 OMHOYACHUM JIiIKyBaHHSIM IIPEAHI30HOM, ONMCaHa B
po3mini «B3aeMomist 3 iHIMMMY JTiKapChKUMH 3ac00aMy Ta iHIII BUIH B3a€EMOiN» i «Brius
GbyKoHa30I1y Ha iHIIi TiKapchKi 3aco0u».

I'enamobiaiapHa cucmema. IlamieHTam i3 mopyureHHAM QYHKIIM IeYiHKY mIpemapar Cliif
3aCTOCOBYBaTH 3 00epeXkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBasiocs 3 BAHUKHEHHSIM
PiAKiCHUX BUMIAAKIB PO3BUTKY TSAKKOI r€llaTOTOKCUYHOCTI, BKJII0OUAIOYH JeTalbHi BUTIAgKH, TOJIOBHUM
YHUHOM Y TAIli€HTIB i3 TAXKKAMM OCHOBHUMHU 3aXBOPIOBAHHSIMU. Y BUITaAKaX, KOIU PO3BUTOK
reraToTOKCUYHOCTI acollifoBaBcs i3 3acTocyBaHHAM (IIyKOHa30:y, He OyI0 Bif3HAYEHO il SIBHOI
3aJIeKHOCTI Bifl 3aranbHoi f0O0BOI N03U IIpemnapary, TPUBaIoCTi Tepamil, cTaTi abo BiKy marllieHTa.
3a3BUYaill TenaToTOKCUYHICTh, cupuyrHeHa (p1yKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTH MiCs
IPUNIMHEHHS Teparrii.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3yJbTaTiB
GyHKIiOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJIAL 040 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS MeYiHKU.

[TamieHTiB Ccig NpoiHpOpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBIfYUTH IIPO CEPUO3HUM BIIJIUB Ha
Ne4iHKy (BUpaXkeHa acTeHis, aHOPeKCis, oCTiiHa HygoTa, 6/1I0BaHHS Ta JKOBTSIHHULA). Y TAKOMY
BUIIa[IKy 3aCTOCYBaHHS ()IyKOHA30J1y CJIif HeTallHO IPUNMHUTYU Ta IPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepueso-cyOuHHa cucmema. [JesiKi a30/1H, ¥ TOMY YHUCIIi i (IyKOHA30J1, aCOLi0I0THCS 3 TOOBXKEHHAM
inTepBany QT Ha enekTpokapniorpami. ®1yKoHa301 N0H0BXKYe iHTepBanl QT NUIAXOM NPUTHIYeHHS
BUIIPSIMIISIIOYOTO KasieBoro KaHamy (I,,). [TomoBxenHs iHTepBany QT BHaCHIimOK Ail iHIIMX JTiIKapChKUX
3aco0iB (HampuKiaz aMiogapoHy) MoxKe ITOCUJIIOBATUCS ¥ Pe3yJIbTaTi IPUTHIYeHHS (epMeHTy
CYP3A4 uutoxpomy P450. [ToBigomisanu npo OyKe PifKicHI BUllagKu NOKOBXKeHHs iHTepBany QT Ta
IapOKCU3MaJIbHOI IITYHOYKOBOL TaxiKapmil TUIy «IipyeT» IPU 3aCTOCYBaHHI IpenapaTty
®nykoHa305-KP. Taki MOBiIOMIIEHHS CTOCYBAJIUCS MMALi€HTIB i3 TAXKKUMM 3aXBOPIOBaHHAMU IIPU
noegHaHHI 6araTbox HakTOpiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHS Ceplis, IOPYIIeHHS
eJIeKTPOJIITHOT0 0OMiHY Ta OfHOYacCHEe 3aCTOCYBaHHS iHIIUX JIiIKapChbKUX 3aco0iB, 110 BIJIMBAIOTh Ha
inTepBan QT. IlamieHTH 3 rinmokamieMi€o Ta TPOrPECYI0Y0I0 CePIIeBOI0 HEOOCTATHICTIO MalOTh
NiABUILIIEHUY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [IJIF XKUTTA HUIYHOYKOBUX apUTMill Ta
IapOKCU3MaJIbHOI IITyHOYKOBO! TaxikKapmil TUMY «IipyeT».



®nykona3on-KP crifm 3 06epeXHiCTIO 3aCTOCOBYBATH TAIliEHTaM i3 pU3UKOM PO3BUTKY apUTMIil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMU 3acobaMy, 110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTaboi3yoThcs 3a gonomoroo pepmerTy CYP3A4 mutoxpomy P450, mpoTunoka3ase (IUB. po3minu
«IIpoTunoka3aHHs» i «B3aeMopmisi 3 iHIMMMY JTiKAPCHKUMHU 3ac00aMy Ta iHIII BUIKU B3aEMOTIN»).

I'anopanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHi Y peKOMeHI0OBaHUX TepalleBTUYHUX J03ax. OgHOYacHe 3aCTOCyBaHHS ranohaHTpUHY Ta
GbyKoHa30I1y He peKOMEHIY€EThCs (OUB. Po3min «B3aemopmist 3 iHIIMMU JTiKapCbKUMU 3aco0aMu Ta
igII BUOM B3aEMOMin»).

[epmamosoeiuni peakuii. Ilig 9yac 3acTocyBaHHS (IYKOHA30Jy PigKO MOBiIOMJISIN IIPO PO3BUTOK
TaKWX eKC(osliaTUBHUX IMKIpHUX peakiiii K cuHapoM CTiBeHCa-[I)KOHCOHA Ta TOKCHUYHUM
elriepManbHUY HEKPOITi3. IToBimoMIIsIIOCs IIPO peakiiito JTiKapchKux 3aco0iB 3 eo3nHO(iniero Ta
cucrteMHuMy cumntomamu (DRESS cunppom). [Mamientu 3i CHIoM GinbIn cXxunbHi 10 PO3BUTKY
TSKKUX IIKIPHUX peakiIliii Ipyu 3aCTOCyBaHHI 0araThox JiKapCchbKuX 3aco0iB. fAKIIOo y marieHTa i3
TIOBEPXHEBOI0 IpuOKOBOI0 iH(EKITi€I0 3’ IBNII0THCS BUCUIIH, 1[0 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHIM
GbnyKOHa301y, IOfasblile 3aCTOCYBaHHA [Ipernaparty CIIif NIPUNUHUTY. JKINo y alieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PUOKOBOIO iH(DEKIIi€l0 3’ IBIAI0THCSA BUCUIIX Ha IIKipi, 3a 10T0 CTAHOM
NIOTPiOHO pPeTeNbHO CIIOCTEPIraTH, a y BUMAAKy PO3BUTKY OYIbO3HUX BUCHUIIB a60 MyIbTU(GOPMHOI
€pUTEMU 3aCTOCYBaHHS (DIIyKOHA30JIY CJIifl IPUNUHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIIafiKaX MOBIJOMJISNIK IIPO PO3BUTOK aHA(ITaKTUYHUX peaKIliil
(muB. po3min «IIpoTUIIOKA3aHHSI»).

ITumoxpom P450. ®nykona3on € momipauM inribitopom pepmenTtis CYP2C9 Ta CYP3A4. Takox
bnykoHa3011 € nmoTyxkHuM inribitopom pepmenty CYP2C19. Crnig criocTepiratu 3a CTaHOM IAIli€HTIB,
sIKi OGHOYaCHO 3aCTOCOBYIOTh P1yKoHa30J1-KP Ta npenapatu 3 By3bKUM TepalleBTUYHUM BiKHOM, II10
MeTabomizyoTbes 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMofia 3 iHIMUME
JiKapChKUMHU 3acobaMu Ta iHIIi BUAKM B3aEMOiN»).

Tepgperadun. Criig peTeIbHO CIIOCTEPIraT 3a CTAHOM MallieHTa IPU OJHOYaCHOMY 3aCTOCYBaHHI
TepdeHaguny Ta GpaykoHa3omy y go3si Menine 400 Mr Ha go0y (ouB. po3ainu «[IpoTumnokasaHHS» i
«Baaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIIM BUTHU B3aEMOIIN»).

HonomidxcHi peyosuHu. [IpenapaT MiCTUTh nakTo3y. [lallieHTaM 3 PigKiCHUMHU CIIafAKOBUMU
3aXBOPIOBaAHHSIMM, TAKMMU K HEIIEPEHOCUMICTh TajlaKTO3U, HeOCTaTHICTh TaKTa3u Jlamma Ta
Masba0copOiis TII0K03U-TallaKTO3H, He CJIif 3aCTOCOBYBATH Ilel pemapar.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
XKiHKu 3 penpodyKkmugHUM NOMeHYiasiom
[Tepen moyaTkoOM JIiKyBaHHS MALiEHTKY CIIif PoiH(OpMyBaTH PO NOTEHIIMHUY PU3UK [AJIA MJIOAA.

[Ticna 3acTocyBaHHSI ODHOPA30BO1 AO3HU CIIi[l BATPUMATH NEePiof BUBEeEeHHS (PIIyKOHA30/1y TPUBAJIICTIO
npubnu3Ho 1 THXOEeHH (10 BifmoBimae 5-6 mepiomaM HalliBBUBENEHHS) N0 HAaCTaHHS BaTriTHOCTI (OuB.
po3pin «®apMaKOKiHETUKA»).

[Ipu TprBanux Kypcax JliKyBaHHSA XKIHKaM 3 PeIIPOAYKTUBHUM IIOTEHIIaIOM CJIif| PO3TJISHYTH
MOXKJIMBICTh 3aCTOCYBAHHS KOHTPALEMNIil IPOTATOM YChOT0 IIePioAy JMiKyBaHHS Ta IPOTITOM 1 TUXKHSA
iCJI IPUMOMY OCTaHHBLOI JO3H.



BazimHicmb

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUIEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTpPUMYBaJK (IYKOHA30JI MIPOTITOM IIePIIoro Ta/abo APyroro TPUMECTPY BariTHOCTI, TOPIiBHSHO 3
XiHKaMH, fKi He puiiManu GIyKoHa30s abo OTpUMYyBasu MiCIeBi a307u y TO# caMuil epiof.

[aHi KifTbKOX THCSAY BaTiTHUX XKIiHOK, SKi OTPUMYBalIl KyMyJIaTUBHY [03y (GyKoHa3ony < 150 Mr B
TIEPIIOMY TPUMECTPI, He CBimyaTh mpo 30i/bIIeHHS 3araJlbHOTO PU3UKY Bajl PO3BUTKY IJIOAA.

B ogaoMy BenukoMy o0cepBalliiHOMY KOTOPTHOMY JOCIiI2KeHHI TepopaibHuM IpUiioM (PIyKoHa30Ty
y mepiioMy TpuMecTpi 6yB acouilioBaHUM 3 HEBEJIUKUM IMigBUIIEHHSIM PU3UKY PO3BUTKY OIOPHO-
PYXOBOTO amapary, 10 Bifmosigano npubnudno 1 gogarkoBoMy Bumaaky Ha 1000 XkiHOK, sKi
OTPUMYBAJIX KYMYJIATUBHI 103U <450 Mr, IOPiBHAHO 3 XiHKaMU, sIKi OTpUMYyBaJIy MICLIeBi a301y, i
npu6nu3Ho 4 momaTkoBuM BunagkaM Ha 1000 XiHOK, SIKi OTpUMyBaiu KyMyJIATUBHI H03HU ITOHAT

450 mr. CKopuroBaHu#l BifTHOCHUU pu3uK cTaHoBUB 1,29 (95% [II 1,05-1,58) gnsg 150 mr
mepopanbHOTo npuiiomy ¢rnykonasony ta 1,98 (95% II 1,23-3,17) pnst o3 nonaxm 450 Mr
bmykoHa301y.

HasiBHi emifeMionoriyni mocmigKeHHS 1010 PO3BUTKY Baj CePIls IPU 3aCTOCYBaHHI (GIyKOHA30My Y
mepiofl BariTHOCTI Jai0Th cymepednnBi pe3ynbraTu. OgHAK, MeTa-aHasi3 5 o0cepBaliitHuX
OOCIif2KeHb, 1110 BKII0YaIM KilbKa TUCSY BariTHUX XKIiHOK, SIKi OTpUMYyBaiu (HIyKOHA30J IPOTSATOM
IIEePILOro TPUMECTPY, BUABUB MiABUIIEHHS PU3UKY PO3BUTKY Baf cepus y 1,8-2 pa3u NOpiBHSAHO 3
TUM, KOJIA (DJTyKOHA30J1 He 3aCTOCOBYBaIu Ta/abo BUKOPHUCTOBYBAJIU a30JIU AJISI MiCLIEBOTO
3aCTOCYBaHHS.

Y noBigOMIIEHHSX IPO BUIIAAKY ONKCAHO BPOAKEH] Baiu PO3BUTKY Y HEMOBJIAT, MaTepi SKUX
oTpumMyBau BucOKi mo3u (Bim 400 mo 800 Mr/mo0y) dbiayKoHa301y Y Iepiof BariTHOCTI MPOTSroM 3
MicsiiB abo Oinbie mpu JTiKyBaHHI KOKIMAioinoMiko3y. Cepeqn BpOIXKEeHUX Bafl, sIKi criocTepiramucs y
IIUX AiTew - Opaxinedartis, mUCIIa3is BYIIHUX PAKOBUH, HagMipHe 30iIbIlIeHHS TePegHbOT0 TiM S4Ka,
BUKPUBIIEHHS CTErHa Ta IIPOMEHEBO-TIIEYOBUY CUHOCTO3. [IpUYMHHO-HACTITKOBUM 3B’ 130K MiXK
3aCTOCYBaHHAM (hIyKOHA30Jly Ta BPOIXKEHUMU BaflaMU He BCTAHOBIIEHUM.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPUBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol HE0OXigHOCTI.

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30 Ty Ta/abo TprBai KypcH NiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 TOTEHIIHO 3aTPOKYIOTh KHUTTIO.

I'odysaHHA 2pydoio.

®nyKoHA30J1 TPOHUKAE ¥ IPyOHE MOJIOKO Ta [OoCATa€ KOHIEHTpallii moioHol 70 piBHS Yy M1a3Mi KpoBi
(OuB. po3pin «PapmMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCJIS PA30BOT0
3aCTOCYBaHHS 3BUYANHOI 103U (PIyYKOHA30Jy, 1110 cCTaHOBUTh 150 Mr. ['omyBaTH rpyamoio He
PEKOMEHIYEThCS pu 6araTopa30BOMY 3aCTOCYBaHHI (GIyKOHa307y a0 IpU 3aCTOCYBaHHI BUCOKHUX
103 ¢aykoHa3oiy. Crif OIiHUTH KOPUCTh FOOYBaHHS I'PYALI0 OIS PO3BUTKY 1 3MOPOB’SI AUTHHY, a
TaKOX KIiHiuHYy moTpeby MaTtepi y mpemnapati ®nykoHason-KP i Oynb-sKi moTeHniHi mobiuni epextu
npemnapaty ®aykoHa301-KP abo 0CHOBHOTO 3aXBOPIOBAHHS MaTepi AJIsT AUTUHH, SKa OTPUMYE IPyoHe
BUTOIOBYBaHHS.

depmuabHicmMb.

®nyKoHA301 He BIJIMBaB Ha (DEePTUIIBHICTE CaMIliB Ta CaMOK ILIyPiB.



30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnipxeHpb BIIKUBY npenapaty @mykoHa301-KP Ha 37aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo
IIpaloBaTy 3 IHIIUMU MeXaHi3MaMu He IIPOBOLUIIH.

[MTauieHTiB cnifg TpoiHGOpPMyBaTH PO MOKJIUBICTE PO3BUTKY 3allaMOpPOYeHHS ab0 CyAoM (IUB. PO3AiN
«ITo6iuHi peakmii») mifg Yac 3acTocoByBaHHA npemnapaTy ®nykona3oin-KP. IIpu po3BUTKY TakKUX
CUMIITOMIB He PEKOMEHIYEThCSI KEPYBATU aBTOTPAHCIIOPTOM abo0 IIpallfoBaTH 3 iHIIMMHU MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.

Karncynu ciip koBTatu uinmuMu. [IpuiioM npenapaTy He 3ajIeXKUTh Biff TPUHOMY 1XKi.
Hopocai.

[IpemapaT 3aCTOCOBYBaTH IIepopasibHO ¥ H03i 150 Mr omHOPa30Bo.

ITauieHmu AiMHb0O20 BIKY.

[Tpu BigCyTHOCTI 03HaK MOPYLIeHHS (PYHKIIM HUPOK [J1g JIiKyBaHHS 1€l KaTeropil nalieHTiB
3aCTOCOBYBaTH 3BUYaUHY 03V [JIS LOPOCIIUX.

ITopyweHHA PYHKUiIT HUPOK.

®1yKOHA30JI BUBOOUTHCSI B OCHOBHOMY 3 Ce4Yel0 y He3MiHeHOMY BUTIaAl. [Ipu pa3oBoMy 3aCTOCyBaHHI
IpernapaTty KOpPUryBaTH 03y Lii KaTeropii namieHTiB He mOTPiOHO.

ITopyweHHA QYHKUIU NeyviHKu.

®nyKoHA3071 CIIifl 3aCTOCOBYBaTH 3 00epeKHICTIO MallieHTaM i3 MOpylIIeHHAMU QYHKIIH Ie4YiHKH,
OCKinbKM iH(popMalii momo 3acTocyBaHHS (IyKOHA30Ty I1ili KaTeropil maiieHTiB HeIOCTaTHLO (IUB.
po3ginu «Ocob6nauBoCTi 3acTOCyBaHHI» Ta «[100iuHi peakiii»).

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYyBaHHS IIpenaparTy O JIiKyBaHHS T'eHiTallbHUX KaHAUNO03IB y OiTen
He BCTaHOB/EeHi. HasiBHa Ha maHu# 4yac iHdopMallis HaBeneHa y po3mini «ITobiuHi peakmii». AKII0
icHye HaranmbHa moTpeba 3acTOCyBaHHS MpenapaTy miamiTkaM (BikoM Big 12 mo 17 pokiB), cuin
3aCTOCOBYBAaTH 3BUYalHI NO3U [JI JOPOCIIUX.

Ilepedo3yeanHsi.

OTpuMaHO MOBiOMJIEHHS IIPO Mlepefo3yBaHHS (HIYKOHA30JI0M; OHOYACHO MTOBiIOMJISIN IIPO
raJTIoIMHallil Ta MapaHoifaabHy MOBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMaTUYHY MigTPUMyBaJIbHYy Tepallilo Ta y pasi
HeOoOXiTHOCTi IPOMUTH IITYHOK.



®nyKoHAa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpCoBaHUM Aiype3 MOXKe IPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTY V
na3Mi KpoBi mpu6nu3Ho Ha 50 %.

ITobiuni peakuii.

Hattyacrime (> 1/10) nmoBigomisinu npo Taki nobiyHi peakiiii: ronoBHu 0inb, 6ib Y YepeBHii
TIOPOXKHUHI, miapest, HynoTa, O/II0BaHHS, MiOBUINEHHS PiBHA anaHiHaMiHoTpaHcdepasu (AJIT),
IiABHUINEHHS PiBHS acmapTaTaMmiHoTpaHcdepasu (ACT), migBuilleHHS piBHS MTyxkHOI PpocdaTasu Kposi,
BUCHIIAHHS.

II71s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: gyxe
yacTo (= 1/10), gyacTo (Big = 1/100 mo < 1/10), HewacTto (Big = 1/1000 mo < 1/100), pigko

(Bim = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), yacToTa HeBigoMa (HEMOKITUBO
OIIIHUTH Ha IiICTaBi HAasIBHUX MAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aneMid.

Pigko: arpaHynouuTo3, TeUKoIeHis, TPOMOOILIUTOIEHisI, HEUTPOIEHis.
3 boky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaaiuHi ma aaimeHmapHi po3aaou.

HeuacTo: 3HMKEHHS alleTUTY.

Pigko: rinepxonecTepuHeMis, TinepTpUriilepuaeMis, rinokaniemis.
IIcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM Oifb.

HeuacTo: cymoMu, napecTesis, 3al1aMOpPO4Y€eHH s, IOPYILIEHHS CMaKy.
Pigko: Tpemop.

3 6oky opaaHis cayxy ma eecmubyaspHO20 anapamy.

Heuacrto: BepTuro.

3 boky cepus.

Pigko: mapokcu3MasbHa NUIYHOYKOBA TaXiKappisd TUILY «IipyeT», momoBxkeHHd iHTepBany QT (mus.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).



3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHill TOPOXKHUHI, HY[OTa, giapes, O1I0BaHHS.

Heuacrto: 3anop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.

I'enamobiaiapHi po3aadu.

YacrTo: migBullleHHS PiBHS anaHiHaMiHOTpaHC(epa3u (AJIT), mipBuIeHHS piBHSA
acnaprataMiHoTpaHcdepasu (ACT), mipBuineHHS piBHA NyKHOI PpocdaTa3u (OUB. PO3AiN

«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0JlecTas, XKOBTSIHUIA, MiIBUILIEHHS piBHS Oinipy06iny (muB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOIENMIONAPHUM HEKPO3, TEIaTUTH, TeIaTOLe0IsIpPHe
ypaxeHHs (OuB. po3xin «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 6oky wkipu ma nidwKipHOi MKAHUHU.
YacTo: Bucunanus (ouB. po3min «OcoO0nMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: MemuKaMeHTO3HUM OepMaTuT (BKIII04Yaouu ¢hiKCOBaHUN MeIUKAaMEHTO3HUM NepMaTuT),
KPOIKB’sIHKA, CBepOikK, MmifiBUllleHe TTOTOBUIiNIEHHS (IUB. po3min «Oco6IMBOCTI 3aCTOCYBAHHSI»).

Pigko: TOKCMYHUM emigjepMalIbHUN HEKPOIi3, cCkHAPoM CTiBeHCa-/I2KOHCOHA, TOCTPUH
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTY/Ib03, eKC(HOTIiaTUBHUN IePMaTUT, aHTi0OHEBPOTUYHUN
HaOpsK, HaOpsgK oO6nuyuds, anomnenis (AuB. po3ninn «OcobIUBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MeqrKaMeHTO3Ha peakilisa 3 eo3uHodinieto i cuctemuumu nposisamu (DRESS).
3 60Ky onopHO-pyx08020 anapamy ma cnoay4Hoi MKaHuHu.

HeuacTo: mianris.

3azanvHi po3aadu ma peakuii y micui e8e0eHHA.

HeuacTo: migBuilleHa BTOMJIIOBaHICTh, HE3[IYKaHHS, aCTeHisd, rapsyka.

Himu.

YacToTa Ta xapakTep Mo6iYHUX peakili i BigxuneHb Big HOpMU pe3yibTaTiB labopaTOPHUX aHaMli3iB y
XOfi KJTIHIYHUX JOCTiAKeHb 3 y4acCTIO AiTel CIiBCTaBHI 3 TAKUMU Y JOPOCIIHX.

3gimyeaHHs npo nido3prosaHi nobiuHi peakuii.

3BiTyBaHHS NPO Iimo3pioBaHi moOiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaxkKJIuBe
3HaueHH4d. Lle mae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPHHT CITiBBiIHOIIEHHS MiXK KOPHCTIO i
pU3UKaMH, TIOB’I3aHUMHU i3 3aCTOCYBaHHAM I[OTO JTIKAPCHKOT0 3aco0y. MeIUUHUX IIPalliBHUKIB
IIPOCSTH 3BiTyBaTH PO Oyab-gKi Migo3pioBaHi mo6iyHi peakilil BifmoBigHO 40 BUMOT MiCIIEBOTO
3aKOHOMaBCTBA.



Tepmin npudamHocmi. 3 POKH.
YMmoBH 30epiranssi.
30epiratu B HEAOCTYIIHOMY IJISI OiTEW MiCIIi.

36epiraTu B OpHUTiHANBHIN YIAKOBIi IPX TeMIepaTypi He Buie 25 C.

YnakosBka.

Kancynu o 150 mr: o 1 kancymni y 6mictepi; mo 1 6icTepy y nmadili 3 KapToHY.

Kareropis Bignycky. bes penenra.

BupoOHHK.

[TPAT «XIMO®APM3ABO]l «<4H4EPBOHA 3IPKA».

Micue3HaxoKeHHsI BHPOOHHKA Ta afjpeca MicCusi IpOBaIKeHHs MOro Tis/IbHOCTI.

Ykpaina, 61010, XapkiBckka 00:1., MicTo XapkKiB, Bynulld ['opaieHkiBcbka, OyauHOK 1.



